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Baxter

October 10, 1997

Docket Number 95S-0158
Dockets Management Branch (HFA-305)
Food and Drug Administration
12420 Parklawn Dr. rm. 1-23
Rockville, MD 20857

RE: Investigational New Drug Application #6859

Dear Sir/Madam:

In accordance with21 CFR $312.54 we are enclosing copies of information concerning research
---” involving an exception to informed consent. This includes information that has been publicly

disclosed by the IRBs at St. Anthony Hospital Central, Denver, CO; the University of Louisville
Hospital, Louisville, KY; the University of Pittsburgh, Pittsburgh, PA; and the Pennsylvania State
University, Hershey, PA.

The information from St. Anthony Hospital Central includes an outline of the April 3, 1997
Presentation to State Trauma Advisory Council (Attachment 1), an outline of the April 7, 1997
Presentation to Local Denver Business Leaders (Attachment 2), the April 7, 1997-advertisement
that appeared in the Denver Post (Attachment 3), a copy of the flyer announcing the May 5, 1997
Hospital Presentation by Dr. Ed Sloan (Attachment 4) that was posted throughout the hospital, the
electronic notification of May 5, 1997 presentation (Attachment 5) from Dr. Thomas Wachtel’s
office, an overview of Dr. Ed Sloan’s May 5, 1997 presentation (Attachment 6), a copy of the slides
for presentations to area trauma advisory councils (Foothills Area Trauma Advisory Council,
Golden, CO; Central Rockies Area Trauma Advisory Council, Frisco, CO; Eastern Plains Area
Trauma Advisory Council, Cheyenne Wells, CO; Pueblo Area Trauma Advisory Council, Pueblo,
CO) (Attachment 7), and a Public Disclosure recap (Attachment 8). In accordance with 21 CFR
$312,54, this information is also being submitted to the Docket Number95S-0158 in the Dockets
Management Branch.
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Dockets Management Branch (HFA-305) IND # 6859
October 10, 1997 Page Two

Based on information received from the clinical site, the investigator and IRB achieved community
consultation by holding meetings with the State Trauma Advisory Council, four (4) Area Trauma
Advisory Councils, the Local Denver Business Leaders (Attachments 1 & 2), by holding a meeting
open to the public where the study was presented (Attachment 6), and by printing advertisements
that solicited communications from community members and provided information for contacting
the principal investigator and the IRB (Attachment 3).

The information from the University of Louisville Hospital includes a study overview from Dr.
Mallory titled, “University of Louisville DCLHb Study” and the HHS regulations 45 CFR $46
titled “Waiver of Informed Consent Requirements in Certain Emergency Research” (Attachment 9),
model information for community consultation and public disclosure (Attachment 10), and a June
1, 1997 press release (Attachment 11). These documents were forwarded (the model information
was forwarded only to physicians) to more than 20 key community members including
representatives from the political arena including the Mayor’s office, the County Judge, Louisville
Board of Aldermen, Jefferson County Fiscal Court, the Lt. Governor’s Office and Jefferson County
Legislative Delegation; representatives from the educational arena including the University of
Louisville Trustees, the UMC Board, the University of Louisville School of Medicine Dean’s

_- Office; and representatives from the community including the Jefferson County Medical Society,
the Falls City Medical Society, the West Louisville Area Health Education System, Jefferson
County Health Department, Interfaith Council of Louisville, African American Clergyman’s
Council, the Urban League, the Kentucky Cancer Program, Kentucky African-Americans Against
Cancer, Kidney Disease Program, Minority Services, and other clergy and community leaders. The
press release was also sent to an additional 200 people on the African Americans Against Cancer
group mailing list and the American Cancer Society, Avon, Cancer Information Service, Falls City
Medical Society, Family Health Center-Portland, Health Care Excel, James Graham Brown Cancer
Center, Jefferson County Cooperative Extension, Jefferson County Health Department, Jefferson
County Medical Society, Junior League of Louisville, Kentucky African Americans Against
Cancer, Kentucky Cancer Program, Kentucky Cancer Registry, Kentucky Department for Public
Health, Kentucky Homeplace Project, Park DuValle Community Health Center, University of
Louisville Primary Care Center, University of Louisville Department of Radiology, West Louisville
Area Health Education Center. Meetings were held with individuals anti groups listed above as
requested, as well as meetings with the Ethics Committee and Transfusion Committee. Also
included for this site is a copy of the advertisement which included an 800 number for additional
information or to comment on the research published in the following local newspapers: The
Courier Journal (7 times), the New .41bcmyTribune (5 times), the Jeffersonville Evening News
(5 times), the Voice-Tribune (3 times), the Louisville Defender (3 times), the Southwest Newsweek
(3 times), and the Louisville Eccentric Observer (LEO) (3 times) (Attachment 12); articles
published in the following local newspapers: July 14, 1997 Lexington Herald-Leader, Lexington,
KY; July 30, 1997 Louis~’iile Courier Journal; and July 31, 1997 Lexington Herald-Leader,
Lexington, KY (Attachment 13); a copy of the article published in the July 18, 1997 Inside U of L;
(Attachment 14); August 8, 1997, September 2, 1997 & September 8, 1997 correspondence
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Dockets Management Branch (HFA-305) IND # 6859___
October 10, 1997 Page Three

between the University of Louisville and the Jehovah’s Witnesses organization (Attachment 15);
and the transcript from August 13, 1997 local news show (Attachment 16). In accordance with 21
CFR $312.54, this information is also being submitted to the Docket Number95S-0158 in the
Dockets Management Branch.

Based on information received from the clinical site, the investigator and IRB achieved community
consultation by contacting more than 20 key community members, followed by phone
conversations and meetings with these individuals and groups, including contacts of the location
Jehovah’s Witness organization (Attachment 15); by printing advertisements in seven (7) local
newspapers which included an 800 number to comment on the research (Attachment 12).

The information from the University of Pittsburgh includes the July 1, 1997 press release that was
available on the University of Pittsburgh’s Internet home page on July 2, 1997
@http: //www.upmc.edu/News/blood.htm (Attachment 17); copies of two July 2, 1997 news
releases published by Dow Jones News Ser~’ice and PR News~~’ire (Attachment 18); an
advertisement that was published in the following local newspapers on August 12, 1997: Pittsburgh
Post-Gazette, Tribune-Review, New Castle News, Green~~ille Record-Argus, Clarion News, Erie

— Daily Times, and The Vindicator (Attachment 19); Read Ahead Material for May 5, 1997 Meeting——
(Attachment 20); a copy of the slides presented at the meeting with the City of Pittsburgh’s
Commission on Human Relations (16 member organization) (Attachment21 ); and minutes from the
meeting (Attachment 22). Also included is a transcript from a July 10, 1997 newscast about the
study (Attachment 23). In accordance with 21 CFR $312.54, this information is also being
submitted to the Docket Number 95S-0158 in the Dockets Management Branch.

Based on information received from the clinical site, the investigator and IRB achieved community
consultation by contacting 16 members of the City of Pittsburgh’s Commision on Human Relations
and holding a meeting with the commission (Attachments 20-22); and by printing an advertisement
in seven (7) local newspapers that included a telephone number established for soliciting
communication from the public (Attachment 19).

The information from The Pennsylvania State University includes a summary of the first
community consultation meeting attended by 12 key community members (Attachment 24); and a
copy of a letter sent to other key community members representing the clergy, legal community,
Jewish Community, African-American Community and Asian Community. Included with the letter
was a summary of the study, the consent for insurance, the regulations compliance statement from
the protocol (Attachment 25), and the radio transcript from “The Heart of the Matter”
(Attachment 26); letters to the editors of two local newspapers: Patriot News and Lebanon Daily
News (Attachment 27); a May 27, 1997 press release (Attachment 28); an article published in the
local newspaper: Patriot Ne]v.s (Attachment 29); and an article published in the University’s
newspaper, the Penn State Intercom (Attachment 30), along with Penn State’s Internet “Intercom
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Online’’ publication. Inaccordance with 21CFR$312.54, this information isalso being submitted
to the Docket Number 95 S-0 158 in the Dockets Management Branch.

Based on information received from the clinical site, the investigator and IRB achieved community
consultation by holding a community consultation meeting (Attachment 24), mailing information
and contacting representatives of the clergy, legal community, .Jewish Community, African-
American Community and Asian Community, and by presenting the study in three (3) local radio
broadcasts including a phone number to call for additional information (Attachment 26).

The submission has been organized as follows:

St. Anthony Hospital Central
● Attachment 1: April 3, 1997 Presentation to Trauma Advisory Council
● Attachment 2: April 7, 1997 Presentation to Local Denver Business Leaders
● Attachment 3: April 7, 1997 advertisement (Denver Post)
● Attachment 4: Copy of Flyer for May 5, 1997 Meeting
● Attachment 5: Electronic Notification of May 5, 1997 Meeting
● Attachment 6: May 5, 1997 Meeting Overview—
● Attachment 7: Slides from Presentations to 4 Area Trauma Advisory Councils
● Attachment 8: Public Disclosure Recap

University of Louisville Hospital
● Attachment 9: “University of Louisville DCLHb Study” Overview& HHS

Regulations 45 CFR $46 titled “Waiver of Informed Consent
Requirements in Certain Emergency Research”

● Attachment 10: Baxter’s Model Information for Community Consultation and
Public Disclosure

● ,4ttachment 11: June 1, 1997 press release
● ,4ttachment 12: Advertisement appearing in 7 local newspapers
● Attachment 13:3 articles published in local newspapers
● Attachment 14: Article published in University of Louisville newspaper
● .Attachment 15: Correspondence with the Jehovah’s Witnesses Organization
● Attachment 16: August 13, 1997 local news show transcript

—
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Dockets Management Branch (HFA-305).
October 10, 1997

IND # 6859
Page Five

The University of Pittsburgh
● Attachment 17: July 1, 1997 press release
● Attachment 18:2 July 2, 1997 news releases published by DOWJones News Service

and PR Newswire
b Attachment 19: August 12, 1997 advertisement printed in 7 local newspapers
● Attachment 20: Read Ahead Material for May 5, 1997 Meeting
● Attachment 21: Slides presented at the City of Pittsburgh’s Commission on Human

Relations meeting (May 5, 1997)
● Attachment 22: May 5, 1997 meeting minutes
9 Attachment 23: July 10, 1997 newscast transcript

The Pennsylvania State University
● Attachment 24: Summary of first community consultation meeting with

12 key community members
● Attachment 25: Letter sent to other key community members
● Attachment 26: Radio transcript from “The Heart of the Matter”
● Attachment 27: Letters to the editors of two local newspapers
● Attachment 28: May 27, 1997 press release
Q Attachment 29: Article published in a local newspaper
● Attachment 30: Article published in the University’s newspaper and Penn State’s Internet

“Intercom Online” publication

This IND (BBTND #6859) is cross-referenced to Baxter’s original BBIND #4426 and subsequent
amendments.

If there are any questions concerning this submission, please contact me at (847)270-53 13.

Sincerely,

Maulik Nanavaty, Ph.D.
Director Regulatory Affairs
Blood Substitutes Program

.
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Presentation to State Trauma Advisory Council
Colorado Department of Health

Glendale, CO

April 3, i997

DCLHb Traumatic Hemorrhagic Shock Study Overview

Inckrsiofixchsion Criteria

Study Endpoints

Exception From Informed Consent in Emergency Research
Use of exception in this study
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Presentation to Local Denver Business Leaders
St. Anthony Hospital

Denver, CO

April 7, 1997

DCLHb Traumatic Hemorrhagic Shock Study Overview

Inclusion/Exclusion Criteria
Focus on patient eligibility

Risks and Potential Benefits of the Product

Study Endpoints

Exception From Informed Consent in Emergency Research
Use of exception in this study

Patient Study Costs

.
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TRAUMA SURGEON
DIVISION

MONDAY, MAY 5, 1997
BIRCH ROOM

6:00 P.M.

GUEST SPE~R:——
Edward Sloan, M.D.
University of Illinois
Emergency Medicine - Research Division

PWSENTING:
Hemoglobin Therapy

Dinner willbe served
PleaseRSVP to Amy at 4-4222

——
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Wachtel M.D., Thomas - Page 1 - 05/01/97 - 05:42 PM
---

TO: Distribution list
FROM : SAC Trauma Service;4231 West 16th Avenue
SENT BY: Amy Sauer, Trauma Service
SUBJECT : May Trauma Surgeon Division Meeting & Guest Speaker
COPIES :

The next Trauma Surgeon Division meeting will be held Monday, May 5,
1997, at 6:00 p.m. in the Birch Room at St. Anthony Central. The
guest speaker will be Dr. Edward Sloan, Department of ~mergency
Medicine, Research Division, University of Illinois.

Dr. Sloan will be presenting ‘Hemoglobin Therapy, ” and is the
overall prinicple investigator in the study St. Anthony’s is
involved in re: Use of Diaspirin Cross-Linked Hemoglobin (DCL!Hh) for
the Avoidance or Reduction of Perioperative Blood Transfusions.

Please plain on attending this ir.formative presentation.

.
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Overviewof Trauma Surgeon Division presentation at St. Anthony’s Hospital Central
May 5, 1997

General Greeting and Introductions- Thomas Wachtel, MD
Principal Investigator for THS study

Introduction to DCLHb- Ed Sloan, MD, MPH (presenter)
Chemical structure- cross-linked to stabilize
Hemoglobin based oxygen carrier
Presser/pertlhsion properties

PreclirLiealOverview
Product properties seen in preclinicai studies including increases mean arterial pressure,

restores base deficit, restores lactate levels, restores subcutaneous P02, restores
mucosal P02, reduces bacterial translocation, increases oxygen consumption,
reduces mortality and perfusion properties

Review of specific data from preclinical studies that support each of the above

Hemorrhagic Hypovolemic Shock Study Overview (completed study)
— Study design

Summary ofpient population
Summary of safety findings-no increase rate of complications or adverse events
Efficacy findings- patient population not sufficient to determine efficacy

Traumatic Hemorrhagic Shock Study Overview
Introduction to trauma and the impact on society
History of protocol development
Study design
Patient care- ali standard therapies will be provided
Study inciwsiodexclusion criteria
Timelines mandated by protocol
Dosing and infusing
Blinding of study, investigators blinded prior to randomization, not blinded during

infusion
Endpoints and analyses- 28 day mortality, morbidity using the N1ODscore, 48 hour

mortality
Laboratory issues
Exception from informed consent issues and consent to continue
Role of the IRB- community consultation and public disclosure

——
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Overvimv of Trauma Surgeon Division presentation at St. Anthony’s Hospital Central
May 5,1997
(cont.)

Hemoglobin Based Oxygen Carriers (HBOCS)
Old paradigm- blood substitutes
New paradigm- hemoglobin-based oxygen carriers
HBOCS potential uses- trauma, blood loss, surgery, MI, stroke, cancer, radiation therapy.

cardiopulmonary bypass, sepsis, dialysis, sickle cell disease, anemia

Summary
Trauma important issue
Study to determine if DCLHb will improve survival

—
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Consent Form (II)

+ Favorable Risk/Benefit Profile.

+ Informed Consent presented as soon as
feasible for permission
study.

+ From the Patient, Legally
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Decision to

welfare of the patients.

Consultation

Conduct the Study

Exception to Informed Consent

Prior to Starting the Study
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rights and welfare of the
Public Notification kfore the
—Plans of the Investigation.
— Risks and Benefits.
—Prior to Starting the

Sponsor Submit Copies

Study

Study.

patients.

of Disclosed Information

– IND File
— Dockets Management Branch of FDA
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Requirement to inform
the public.

General Press Release?

Public Hearing/Town Meeting?

Radio/TV News Item?

Newspaper Ad explaining the
Research Study?
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rights and welfare of the patients.

+ Public Notification aj?er Completion.

– Demographic Characteristics of
Research Population

– Study Results

+ Sponsor Submit Copies of Disclosed Information
— IND File

Dockets Management Branch of FDA
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Patient Exclusion
+ Combined Multisystem and Head

Trauma with Clinical Signs Consistent
with Significant Mass Effect

+ Pulseless traumatic arrest in hospital

+ Imminent Death precluding
resuscitative efforts

+ Known Objection to the Use of
Blood Products
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Method
Within 60 minutes of hospital arrival

Random Assignment

DCLHb or Normal Saline

– 500 ml initially
T+ (2s0 ml+ 250 ml)

v Within 60 minutes after first infusion

Will receive all current modalities of
treatment - blood/crystalloid/operation
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Method

+ Collect information

– Vital Signs

– Physical Examination

– Laboratory

v Urine

v Venous Blood

YArterial Blood

.
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ST. ANTHONYHOSPITALCENTRAL

PUBLICDISCLOSURERECAP

1. LOCALBUSXNESSIJMDERS,Apri17,1997, UndertbeauapiceoftlLMhcmy Foundation
approximately 30100albusincasmentouredtheha andwomdviaed ofocrmnt and t%tazro
plamed researchproj@a Therewerenoparticularqueationaregardingthe DCLHbstudy,and the
gcncmlCOrVlellSUS- appd ofoureflbts to advanoothe scicn~ of medioine.

2.TRAUMASURGEONSNOTIFICATION,MayS, VW. *a mgulwnvmtldy_ Dr. Ed
Slq PrincipalInwal.igator km Co& COWyW@@ Chicago,madea fd prcscatation to aII
the trauma aurgoona. Main que&xn rehtcd to abilityto continueeachphysicians’standardofoare
fiMpatiaWs curolladtrrtostudy. Dr.Sloansatisfactory answeredthesequcations,and themw= a
gcnmalaenaeafeathusia.sxnanumgthesurgeonsto begin the study.

3.INFORMATIONTO THECOLORADOSTATEWXDETRAUMAADVISORYCOWNCILS:
Dr.Waohtelpmsentd thestudyto ed ofthefokwiug diaory counoils:

April3.1997- StateTraumaAdvisoryML ColoradoDepartmentof Heal@GlendalejCo.
May7,1997- FoothillsAreaTraumaAd&cay Counoil(ATAC),Golden,Colorado
May8, 1997- CentralRQC4&$Area%aumaAdviaoIYCounoil,Friaoo,Colorado
June 11, 1997- EastcruPlakEsArea TraumaAdvisoryCouncil,ChcyumeWel&Colorado
July 8,1997- PuebloAmaTmumaAdvisory&unoil, hb!O, Cobrido

Dr. Wk$Me! mpocta that the study OQnospt was well recoiv4 with f- qwationa. ‘he main
~don-titidd-k~rdti -dtikmtiq~cvutl$q
fioiliticslsuededt.0dotofk2ilitatcti@wJy. Ttbaatudywillnotaffddknalpattems

4. CENTUIU HEALITITRAUMASYSTEM May14,1997. A meetingwasheldat the oentral
C@ura offiw DenverTechCent=, Englew04 Colcdo 80011,withtraumapersonnelt%omall
the Gmturahospitals in the state ofColorado. At that time, Dr. Waohtelagainpresentedthe DCLHb
ptotocol. He atatcattusewemno quetiw but @naralsupportfwthe project.
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UNIVERSITY OF LOUISVILLE DCLHb STUDY

-—.

Blood product may save lives

University of Louisville Hospital is among 35 major trauma centers that
are evaluating a new treatment for critically injured patients with severe
blood loss. The treatment involves administering an experimental blood
product to such patients, who face a major risk of dying despite the best
medical care. Baxter Healthcare, Inc., has developed the product, Diaspirin

Cross-linked Hemoglobin (DCLHb). Which is being tested during the
emergency treatment of trauma patients in shock. The trial, which is
authorized by the U.S. Food and Drug Administration, requires public notice
because it will occur under emergency conditions that may require an
exception from informed consent. This notice attempts to addrqss
questions about the trial.

Q. Why is this trial being performed?

A. Seriously injured patients frequently arrive at the hospital in shock
with significant blood loss. Despite the best care medicine has to offer,

as many as 40% of the most critically injured patients will die from their
injuries. Studies suggest that DCLHb may improve the chance of survival “
following severe blood loss. The product has the greatest chance of

improving survival and reducing complications when it is given
immediately after the beginning of catastrophic shock and bleeding.

Q. What is DCLHb?

A. DCLHb is a purified hemoglobin (the part of blood that carries oxygen)
preparation made from human blood that has become outdated on blood
bank shelves and is no longer usable for transfusions. It is filtered and
heated to reduce the risk of blood-borne infections including AIDS. DCLHb
may restore blood pressure, increase blood flow to vital organs and carry
oxygen to cells and tissues. Because blood typing is not required and the
product can be stored in the Emergency Department, DCLHb can be given
immediately after a patient’s arrival, saving critical moments in
stabilizing a trauma patient.



—

Q. Does DCLHb replace the need for blood transfusion?

A. DCLHb is administered in addition to transfusions that may be needed
to treat the injured patient. (Since the product is made from human blood,
it would may not be suitable in treating patients whose religious beliefs
forbid blood transfusions.) All patients will still get all standard

therapies in this study, including blood, fluids and surgery. Although
DCLHb may someday reduce the number of blood transfusions required to
treat the injured, volunteer blood donations are still vital.

Q. What is an exception from informed consent and why is it necessary?

A. Because trauma patients in this study are so severely injured: they
will not be able to give their consent to participate. They are in critical
need of immediate lifesaving treatment. The U.S. Food and Drug
Administration has granted an exception from informed consent in such
cases. They have carefully evaluated DCLHb and determined that the
potential benefits greatly outweigh the risks of participating in the trial.
As a result, patients may be enrolled in this study and receive DCLHb when
informed consent is rwt possible.

We will make every attempt to obtain consent from legal representatives,

or family before DCLHb is given. Unfortunately legal representatives may
not be immediately available. All patients and their family members will

be completely informed of their participation as soon as possible. At all
times, the patient or their representatives may decline further
participation in the study. There are no known risks to patients who
decide not to continue in the study. -,-

Q. What are the risks and side effects of DCLFfb?

A. DCLHb has been extensively studied in randomized trials involving more
than 700 patients over a four-year period to evaluate its effects. Of the
approximately 350 who received the drug, a few temporary side effects
were noted. These included changes in some lab test results, a temporary
and harmless yellowing of the skin (unrelated to liver damage), temporary
reddening of the urine due to the red color of DCLHb, nausea, and back,
abdominal and muscle pain. Blood pressure “may be elevated following
administration; however, this may be beneficial to patients in shock,
whose blood pressure is dangerously low. Independent experts will



monitor patient safety throughout the trial. The University of Louisville
is participating in this drug trial because the benefits to severely injured
trauma patients may greatly exceed known side effects of the treatment.

Q. Who will be eligible to participate?

A. Approximately 25-30 patients with low blood pressure and in shock
from blood loss following traumatic injury will be enrolled at U of L over

the next 18 months. Approximately half of these patients will receive the
blood product along with other treatment. This product will be given only
to patients who have such major Mood Joss that standard therapy may not
be enough to save their lives. A total of 850 patients will be enrolled
nationwide at 35 trauma centers. This trial is being performed under the
guidelines and’ approval of the Institutional Review Board of the ‘
University of Louisville, and the U.S. Food and Drug Administration. No
additional charges will be incurred by patient as a result of participation.

We at the University of Louisville are excited about the potential that
products such as DCLHb may have to not only save lives. But also to extend
the useful life of a very scarce resource- human blood supplies. This
product is an example of how research can expand the safety net, and it is
another example of why blood donations are critical “to help save lives.

Mary Nan S, Mallory, Ml)
Assistant Professor

Department of Emergency Medicine
University of Louisville

852-5689

—
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:Iolifics t!l~ SpO:i.iOK lh lUl applialtiwl
isrequired fwmliav~stigation.
#***~

(4)(il A sponsordtall mbmite.
eepwkto IDE for any clinical
investigation tnwdviug au exception
fSOm informed consent under $ SU.Z4of
this chapter. Such a “clintcal
investigation 1s no! perrdttod to pmcaed
withou!thepriorwtilmri authorkdon
of FDA. FDA shall provlda such written
authorhatb 30 days alter FDA m=ivm
tho IDE or’aorl.ier.

(ii) If tho investigation iuvolv;s .s0
cxaption frum informed cor=ont under
s 50.24 of tis chopler. the apouaofahd~
prominently idonti~ on the cmvar sheet
that tho investi~alion is suhjeu to tha
rcquirvmants in 550.24 of this chqxor.
.*** ●

20. Ssaion 812.35 is amended by
adding a new sentetrce to tho end of
paragraph (a) to r=d as follows:

s 81Z3S sumkmenwl a901ic+sMns.
(n) * “ ● Whanovera apozaaor intends

to conduct a clinkal Lnvutigntion wItb
an exception tim Snformad conserat for
eme~enq msearcb - au -b
~50.24 ofthiacha W,d$Q9f$m=Wds@

k)submit c evpuete E forsuch..-
hvaar.tgation.
.*** ●

21.-on 812.38 1samended by
adding ● new paragmph (b)(4) to mad as
follows:

%%%.?’-- of d#tSQtld
.9** *

to the-public. upon rtsqtreat. Usa
Lnfonnatiots fn the IDE tktt was mqulmd
to be filed tn Docket Number 9-150

~T.z%$%s%%j:-:,

Admkhtration. 3242.0p
rm. 1-23. Rorki3fo. MD ZOSS7.for .
inVeattgatiOIL6 tiVOIViIlg ~ OXCOptiOn
horn informed conaant tier ~ 50.24 Of’
this chapter. Parsoo46vlahfng to mqueat
this tnfonnatioa shall aubmll e request
undur the Freedom of Infonrmtion Act.
*O.-9

22. New aomion 812.17 ic udded to
subpan C to mad aa foUows:

s 81247 EM6FCYmm utre
$=.24 OftR18cha~ter.

(a) ‘f’hc sponsur shsll monitor k
prowess of all investigations involving
en exception horn iuformed cwnsant
unders sf).z4 of this chupter. When lho
$ponsur rcweivw from the IR13
informntil~n concerting tho public
discloswm under550.24[a)(7)(iil al~d
[a)(71[iii) of L&sch8pkr, &u sponsor

shall prom Idy submit to the IDE file
&

DEPARTMENT OF HEALTH ANO
and [0 of Number 85.92158 iD the HUMAN SERWCES
Dockets Maua omont Branch [HFA-

83051. Food an Dnxr Administration, 4S.CF~-Pe#&—— - ------

124~0 fhrkhIs fh~ mt I-23. --------

Rxkvik!a, MD 20857, copioi of She
/’””Wa[v*rof lnfotm~ ~n~flt .“

in fomtatfoo that was discioaed. Requirements In Cer181n Emergency !

ideutiUod by the IDE number. .~’

b] Tho sponsor also shd mcmitor
such invoatigationa IOdotennine when
an IRB dotarminea that it mot
approve tho msoarcb because “itdoes not

%&z%%/w&J&%w2&f
Othei Fslwwnt o con- The
aponaor pramplly ahaU proade lhls
informatkm LrswrSUg toFDA
Wdigetmrs Whmo- askedm

d’

particf atein this or● imbatnntially
uiva on:clinicalinvest.isationand

o er IRB’sthatareasked [o rtwiew Ms
or a eubsh+ntfaliy oquktlent
invadgarion.

PAIW 81=REwRK~ APpROvAL
OF MEDICAL DEVICES

23. Tbe autkority chtion far 21 _
past 614 is mviaedtozaad es f@lowfi

4=+ &+ 601,*, S03.610. SI&
530, m 702,703,704,703,706. 721,301
Of the kdard hxi, Dru& end @atnMtc Act
{21 Usoc 351, 3s2.M3. 3s0. 3601SMof, 371,
373. sm. 374,375. m, 97s0, 301).

24. &SdOIt 814.9 is amended by
rodeeignatingpragraph (d) u
~pb (d)(l) end by”addhg new
pantgreph(d)(21to madss fou~
$014.0 @nndatu#6yor- ●nd
Irtfonmada h ●pmmrketappliodon
~ We.
8*88.

(d)(l) “ ● s

.f%Nz%%%irsA!!l!!:!”
to the public UpOtl -Mt the
lnfomnation {n the fDE that WASrequiroc
to be 5ied Ia DO&et Nuder 9$S4158

k?.%??d%r;~?’
Adminfs&atfom 12420 ~ m ~,,
rtn. 1-23. Rockv!he. MD Z0857,for
investigations involv&g an exception
from &fOS’lSd consent under $ S0.24 of
Ma chapter. Persons wishing to rwpnst
this infvnnation sheU subm!l a request
under the Frvadom of lnformntionAct,
● 9.8*

Detodply 17, 1-.

Oavid A. Kadar,

COmmis$iorlarofFoodun,f Drugs.

Duruw E. Shalab.
SCcn?tofyojlltdlllumi Human Senices.
IFR Dec. 96-24967Filed 9-~6-9& 8:59WI!
OILUNO* •1-~~ .

AGENCY:?jat.iokd iristktitoc of Health.
ED-S
hclloM:W&liuer.

ksSMUARY:The Da anrnant of Hoe!th qd
&Human Servbs ( 1S] is announcfig

the waiver of tha applicably of the
titlo 45 CFR part 46 (protection of
bunmu subjects) nx@mment for
obmining arid documenting informed
consent, for e ctriclly fimited class of
res+xdi involving OctMtieu &hich may
be umitid CM in humors cubjocts who
are in need of ~wgmscy therapy and
for whom, bachsa of the subjects’
rnedi-1 condition and the
unrAbblUty of 10 tl]]y authorized

tsopreaontativea oft e Subjac% no
iegeUy dfective lnfonned ctxwnt mn
be obteined. However; beceuea of
spxlal mgukry IlmiWion3 mletkg to
:f&=kvoIving priaonera (mbptut C

r
46) and raaaard .

lnvolvlng etusae, p~gnant women, and
kroart fn vitro faniliratiori (subpart B
of 45 ~ rt 46), dda wedver [s

Yinappliurb e to th~ -~OtiOS of

EFWC7WEOATiX Novendmr 1,1906.

FOR FURTt’En tMt@RMATWU0W7Ati
F. Willinm DnnImoL Jr.. j.D. Sdor
Policy Advisor. Offim for ~tactfon
from Resaercb Rfek 6100 Executive
Boulevard. Std(e 3BrJlJ. National
Inathut= of Health, MSC 7S07,
Rsmkvtlle. MD 2089z-7so?.Telephonu
[301)496-700S,ext.203(not● toll-b
aumber). -.

$WPLEM’EU7ARYlt6FOltMAm06C

Waiver

Pltrsuanl 10 section 46,101U) of tido
4S of the Code 0[ Federal

T
tiorls.

thO Semtasy o[Heeltlt sad uman
SOrvicxw(HHS) has walvod the gane~
mquimmenta for infonnod cooaestt at 45
CPR 46.116 (e] end w), uud at 46.408,
(u be rufcrrod to as the ““Emasgext

3Raanawh ConsOut Waiver;” for ● ass 01
meads consisfiug of activi(ios 1. msch
of which kmvomet thn following strictly
Iimitcd conditions dtwi]cd under oirhor
(a) or (b) Mow.

.
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(r) Tho k.stilutiorml tiview Board
[lRBI responsiblri for the review.
approval. and continuing review of tho
research activity has approved both the
uctivi!y and a wtivsw of infomed
consent and found and documemed;

(1) that tie rcsomh activity fs subject
w rogulntions codlfknt by the Food and
llrug Administration (FDA) at Tldo 21
CFRpatiSOand wi~ be csrrtod out
under an FDA invostlgational uew dti~
app]icstion (lND] or an ~A
invo~tigationd devlco exemption [fDE),
the app)iation for wblcli has cleorly
identi50d dse pmtocoIs that would
include subjwts who are unable to
crrrrsent, and

(zI &M :hn reqtiimmrrnts for srxcoprion
from tnforrnod consent for emergency
research deutltrdin titlo 21 CFR sectton
S0.24 hwtbeett met rolat.ive to thoso
protocols. ur

(b) The lRH marmw~%ie far tha
ro;,iew, 6pprcrw.1._uudco”ntinulng ravimv
of tho roscorch has spproved both the
resesrch and a watver of itiormed
consent and hw found nnrf docuruanted

. that ~e rwreardi is noI subject to
mgulatiosts codified bythe ~ at tftlg
zlCFRpart SOandkssmdmd “
documentedand repor@dto theOf@
forProw6Jon&omRmoarchIbka
Dspartmoutof Heahh end Human
services,that *O folluwln Condftloas

t%”hav. been met relative te e research:
(I) ‘f’hohuman subjects are in a lifo-

th.roatonlug situation, eve.ilablo
UtM.rrtents era unpmwmor
Unsatfsfacto

7’
end rba co~ktion of

VSM sdonti c avtdertcm which may
includee@dertce obtained thms$s
randoml=d placabo-cort[mtled
investigations, is sterxts~ to dotermfne
the safety mid effadveneas of particular
intenmttiorss.

(2) CJbtairting informed consent is not
feasiblobOCttUSO:

@:: Zz;::k”dti:;:?a::’ezult
of their medicaf conditioc

(ii) l%c iotowontion involvedin the
research must be admizdstemd hafore
~~nt born”the Sttbjacts’hgdly
rtutltorimct mprtraermstivesis feasible;
and .

(iii) Them is no reasonable way to

L
identify ruspedively the individuals
liktdy to ome eligible for
participation in the research.

(3) f’srticipation hi the rwsaamtr holds
out 0s. pruspar:t of direct benefit to the
SUl$scwbvcausw

fi) Subjects am factnga life-
thrmening situation that nocuasitatea
intervention:

(ii) Appropriate aitlmd and Vlhw
prwlinicai studies hirvc boon
r.rmductod, and the information defivcd
from rhosc studies and rclatod uvidunrw

sulJport rho potential for rho
intewentfon to provide u dirwd benefit
to the individual subjects: and

(iii) The risks associated with tlm
mscarch am reasonable in relatiors to
what is known ahrmt tho medical
condition of tbo potential class of
subjects, the risks ond benefits of
standard thera y, if arty, end what is

Jknown about e rtsks and benefits of
the pmpostrd intetwontion or aaivity.

(4) Thu rvsesrch could not practicably
b9 Mod OUtWithout thu waiver,

(5)”TW propomdresearchprotocol
r.t.fines tho length of tbc potcn!ial
thumpm[tic window based on scientific
evidorxa, and the investigator has
mmir&tted to etletnpt@g to contscCa
fogsily mstborized m sonta[ivs for

r=ch subject whhin at window of time
end, If foaslble, to oddng chdIegrrlIy
msdmrtzetirepmswu{ative contac.tod for
Coslscrst withiss that wi nrtow rad,rrxd.w I
prOCaeriing wttlloul cnrtaent. Tho
htvos[lgqtor wtll mwtmadar efforu
roarfe to ccm\arXreprosontatives and
make ,@s information available to the
Nat @o timeofcostt@ufng rsydew.

[6] ‘f’hoUtB ,Jtrssm.tiewod aud
approvod htformed consent pmcadurcc
astdanhsformedcoasantrksmsnestttn
aocordwithktkvsrr 46,116 end 46.117
of ti,tle 45 of the We oCFederaf

F
ritionx These p~odures and the

ormed consent doct.tnsorttarts to be
urwtdwith subjects or their legally
euthortzad rapmsentatives ltt duutt ions
where usa ef such rocedurm and

Edtrcumwtts is feasi 10.The ~ has
retiowad and a proved prttcodtueaand

lainformadon to Used When providfng
en opportusdty for ● femf) suotrrber 10

[object to a aubju<i’s partic pat.iou tn the
research rxmsistont with paragmph
rb)(rl(v) 0[tblswaiver.

(71Additional protdirm nf tho
rights smd wehra of &o subjwm will k
providisd, including. at ioasc

{i)Kkststdtation(fncluding,whom
appropriate.consultationc@ed outby
the DZB)wftbwpra6ent.stfvesofthe
Cotnutunltttrsin whichtie reaaardtWiit
bocodxled and from which the
aubjocte wtll be drawtx

fil) Public cliaclosum to tho
cummurdties in whichthe roscarrhwill
heconductedand from which the
sub)ects will b drawn. prior to
Mrimlrsn of the research, of lam for

fthts rosasrch and its risks an riqwwd
benefits

(iii) Public disclosure d sufficient
information fOl!o*qng L’WIIliJklkIIS Of h3
msenrch to appriw rhr! community and
researchers ofthestudy, including the
domographk cllaructeristics of the
n:s{urrdi pqwln(i..n, and iu tvsulv+:

(iv) Establishment of an indeponde
data monitoring commirtoe (o exorcb
oversi ,hl of&c m~am~b; ad

(v),1!obtaining informed conson[ i:
not fcosible end a lq.ytlly eutlronzad
represonh!ive is not rsrnsonably
available, [Ile bvestfgutur has
committod. if Lrasible, to rtttempting
contrtcl witbirr rho therapeutic wi.ndc
the subjects family member who is n
a legaUy autborirod R resentalfve, a

twking whether ho ors e objects to t]
SUhject”S Psrtidpstion in the mSti
Tha fnve@gator w{ll swnmmim etTo,
made to contact family membcm and
mako this Information availabla to th
IRR sstthe timo of contenting revlow.

ltt addition, the ~ iE responsible
ansurtrtg that procoduros am in phxx
inform, at Useearliest foaslble
nfwflui[yo each subp, w if *O
msbject remains hmspacituted, e IOg[iI
authorimd rvprescmwive of tho subjt
or if such:a roprusentntiwo irinot
reasortsOl y available, a familymerrrb{
of tlw aubject”s inclusion tn the
research, rho details of the rosearctt u
othor infnrtrratioa contained tn the
informed corwsnt dtramsont. Tlxs JRP
abnU also ettsum that them is a
pmcodttmtoinformthe cublarx.or if

reasonably av~ldds, a family montbv
that he or &o ttto~ dirrcantbue &o
subject’s panictpation at any tisoo
without pettahy nr 10ss of benefits 10

F
which the sub {is otherwise entitle
lf a legally aut odd Sepreacrntmtive
family meq@ Irrtold about the.
mseatth end the sub]ea’s conditfon
iuqxuves. the subject is also to be
istforsubd as soon es hssdrhr. If a aubj
is ●ntemd hsm ram~h with waived
consent and tha auhjrsr3 dies before S
le@ly nutlrori~d roptmrntativa or
family marnberqsrr be contacted,
inforrnutioss ab@t th~ nrsesmh is to b
protddad to thd subject’s legally
authtrri~d tepmsort~tive or family
member. if feasible,

Forthep
%2%J%$::%%ofc“’familyrnem.

followhtgfegally competent persons:
spmmtrrq pemmm.chihlmn (including
●dopted wlrfratth brothers. sisters, a
spouses of brothws rd. sisterx and a
Individual related by Mood or affinl~!
whose clorw assrdatlon tvtt.b the sub:
is tho rrquivalont ofa family
rrdationship.

thckgmund
h had come to the attcutkm <J 111{S

that dmm are proposals w crmduct
ccnaln rwettrch. including Ni!tivnal
Institl]tes of~calth (NIH) fun[!wl
rosanrch, wbiclr could no! g{Jforward

---- .- .- ,. ....- ----- . ,.



SENT BY: HSC flW/PIO;

Federal—_

5-23-97 1:06PM; 5028527392 ‘=
502 852 0066;

,,;;$@:”-: :;:1:?:$?-., ~ .-’>: ..
,. +.-. .’ :;,:’. j=’. , ?.”..’”:. . , . ., ,, .. .

#8/lo

.... . ...,,
- Register ( VOL’”/l<NO”:.192 I Wwlnesday, ”October:”2, lg90jRu16~”a~d Rq@atjon~ ~153:

.— ,. ——
lherru?text~fdlo~nt~s .’

-~.—
reseamhin crmqwncyciknsm-ass,

&
m IhStiOIISfor tha pmt~on of human ~Tim H1-fSwaiver, Nst as rho FDA
SU ]fS~s [45 ~“p~ 46), lM11fi6$~ltfib
informed c~nt ~a~emen~ of thosu
Wgl.lktfon$ wore w&~ h aasd Wlds
tio waiver protisionsprovidcd Et 4S
CFR 46.tOl(i). J4HScarefully rvvtawed
Lo nuod for theexwciseof rhoSsAon
W.10l(i) waiver authority in thaw
cirmrmsuncec, and the mquimments for
informed cormmt were wa[ved by tho
Secrwry in the instanceofonlyorie
specificmuh.i-?itas(udy ofhead injtios
which is currently underway (60 FR -
3s353).

,

Tho Secrutary 1sra9w walvlq the
h-iforrrmd torment requiawmen~ for the
CIRSSof ruceamh ~~ivir.iac ●nd BOlongar
res(ricling the waiver to a singln
msowch pro[ect. Th!s waiver provides
clear instruction as to when research in
eme%on~cl~ustmmsmayprwecd
without o mtnhrg an irdvidual
subjuct’s informed conswm Elsowhom
b dais edition of the Fadezal Register,
the ~A h #kt@ ● H rub +~
srneads ~A re~ons la atmkiort- ●

ntmrly Idtsqtlcel waiver of Informed
conscmt in reeeti whlcb is ns@ated
by ~A. The oint publiostlonoftie*

rmlactioas pe :. t harmonizatloa of the
HHS and FD+ rtgalatbs regard@

—

regulatory change; provides a narrow
exr~ptiou to the raquirc&cuat for
obtaini

%
and riocunwnting inkmmsd

cort6ent orn cdr hurrmn subject or MC
orhorlegally autkotized mpresentatlve
prfor to initiotfon of m6ewchif the
waiver U[infom~od consent is approved
by an ~. fiu w&iVCrauthosizdon
aPP~,a~ to a limited class of rasoes&
actlwtms involvins hurnen subjects who
are in n-d of cmwgency medid
inuuwentlon but who cannot give
informed consent because of theiz Ma.
threatening medical conditin. snd who
do not haveavailablea lagatiy
muthorw petwmto qmsstmt thsk-
TbeS_q. HHSis au?hmkingfiis
waiver in response to growing concerns
that mrnmt mgu!a[ions, absent this
waiver, oro making high quality research
In amergency circumston=s dlf~cult or
impossible w carry out st .stime whan
the need for such research is

CoalitioIJ (kmfamnm of Awt~
Rosu6citalian Rwe~em [tV~kgton
DC, Octobor 25. 1s94); (iii) thti mswtting

of Applind Rusearch Etldcs National
AstiudatioIl [Boston MA. Chobr 30,
1994); (iv) the meet

?$
of t’ubtic

Responsiblfity hi Me clue& Raze~t:l)
(Bostrrn W,” Novomber 1, 1994); and (v

&a Food and Dmg Addzdatratioti
National Ingtitums of Health Public
Forum on Informed fksent in CIinicsl
Research Conducted in Ernergwwy
Circurnstaqcm (Roclwllle MD, Januasy
%10, 199s).

Par&dlc’Rmiew

A perfodfcrevtewof the
implcmontation by lRBSuf this Smxion
10l(i) wmiver wiU h conducted by the
OfEcu for Protection born Resenrch
Risks, National huxitutes of Iisalth. 10
determbos tbe adoquucy of tho waiver ii
mouting its Intunded naod or if
adjustments.to the waiver might be

hcrrmaingly mcopized. uecas~ and appropriate.
HHS notes testlmozdee to M; o[fool

dolivsred to [i] the Subcnmrnlttsw on
- Daled:hlly.17, 1ss6.

#&.I- BWM= ~~uf~h A b~;m”’a’

T
, CarnmMsa ozt $td

Buelneas, .S.Hou$e of Repros.ma!iws ~ ~ 9-24*M *i]d ‘Zx: ‘s@’1
(Washington DC, May 23,’1994); (ill the ~- ~1~ .

.

..-

-.

.. ..-.





Baxter Healthcare Corporation
Model Information for Use in Community Consultation and Public Disclosure

“The Efficacy Trial of Diaspirin Cross-linked Hemoglobin (DCLHbTM) in the
Treatment of Severe Traumatic Hemorrhagic Shock”

The information in this document is provided in accordance with the U.S. Food and
Drug Administration (FDA) regulation, effective November 1, 7996: “Exception from
informed consent requirements for emergency research” (21 CFR 50.24). This
information is provided to aid in informing the public about the nature of this trauma
study, including the risks and potential benefits to patients.

CMa!Lkw
Trauma is an important public health problem in today’s society. The effect of severe
trauma is immediate and catastrophic with approximately 150,000 people dying each
year due to trauma injuries. Many others suffer from prolonged illness. Advancements
in trauma care are necessary in order to make more likely the survival and complete
recovery of people suffering from severe traumatic injuries.

Studv Introduction
— Patients who have experienced a severe traumatic injury often suffer from shock due to

excessive blood loss. Shock means the body is unable to deliver enough blood and
oxygen to all of the vital organs and tissues. When this happens, vital organs may no
longer be able to function correctly and death may occur as a result. This shock cannot
always be cured by medical treatments now available. The current medical treatment
often involves the rapid infusion of large volumes of different liquids such as saline (salt
water) and the transfusion of blood, to replace the fluid and blood loss. Immediate
surgery is often needed to repair the injuries.

Patients eligible for this study are suffering from a catastrophic traumatic event and are
often not able to give consent due to their medical condition. Because the onset of
traumatic injury is unpredictable, a legally authorized representative is usually not
available to provide consent for the patient and contacting a family member is often not
possible. An exception from consent will be utilized when obtaining prospective
informed consent from the patient or their legally authorized representative is not
feasible, due to the critically short time in which the patient must be treated and DCLHb
infused,

DCLHb Backaround
Diaspirin Cross-Linked Hemoglobin (DCLHb) is a purified human hemoglobin solution.
Hemoglobin is the protein in red blood cells that carries oxygen. The product is
prepared from units of human red blood cells from volunteer donors which have been
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tested and found negative for the viruses that cause hepatitis and AIDS. Also, the
DCLHb is heated and filtered during the manufacturing process. These processes add
extra steps to make the solution safe from viruses.

DCLHb can be given immediately to a patient of any blood type. It does not need to be
cross-matched which must be done before giving blood. It can be easily stored in the
emergency department of the hospital so that it is available as soon as a patient
arrives. DCLHb carries oxygen and may improve oxygen delivery to the organs that
need oxygen the most. The delivery of oxygen to vitaI organs may reverse the
destructive effects of shock, and may allow for increased survival and complete
recovery of more patients who are severely injured.

Informed Consent Backaroun~
The FDA, in cooperation with NIH, issued regulations that will allow for certain
emergency research to be conducted with an exception from informed consent in
response to growing concerns that the former rules were making it impossible to carry
out emergency care research at a time when the need for such research is increasingly
recognized. These new regulations allow for a study to be conducted with an exception
or waiver from the requirement for obtaining written informed consent only in those rare
circumstances when the patient cannot provide consent and the nature of the patients
medical condition requires immediate treatment.

Informed consent is the process which allows a patient to decide, after understanding
the risks and benefits of the research, whether or not he or she wants to voluntarily
participate. An exception to this consent requirement is a serious matter and in
response, the FDA and NIH have developed these regulations requiring additional
protections for the patients eligible for these research protocols. The Institutional
Review Board (IRB) at a center participating in a study utilizing the exception to
informed consent is responsible for ensuring the protection of the patients. The
additional protections include 1) consulting with the communities from which patients
will be drawn 2) public disclosure of the study and its risks and expected benefits prior
to starting the study 3) public disclosure of information after the study is completed to
inform the community and researchers of the results of the study 4) establishing an
independent data monitoring committee to exercise oversight of the study and 5) if
consent from the patient is not feasible and a legally authorized representative is not
available, providing an opportunity, if feasible, for a family member to consider the
patient’s participation in the study.

The development of these regulations allow fc)rthe advancement of vital emergency
research with careful attention to the protection of the rights and welfare of the patients
who are enrolled in the experimental protocol. The FDA and NIH expect that the
studies conducted under these rules will allow patients in certain life-threatening
situations, who are unable to give informed consent because of their condition, the
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chance to receive potentially lifesaving treatments. They also expect that these studies
will increase the knowledge and improve the treatments currently used in emergency
medical situations that have poor patient outcomes, despite optimal care.

DCLHb Preclinical Information
In the last 10 years more than 100 major preclinical studies have been performed with
DCLHb. Over 50 different academic and contract laboratories in North America,
Europe, and Australia have participated in preclinical research to investigate the
pharmacology, physiology, safety, and efficacy of DCLHb. DCLt+b has been studied in
animal models of hemorrhagic shock, sepsis, stroke, myocardial infarction, balloon
angioplasty (PTCA), burn inju~, and trauma. These include studies looking closely at
the safety of DCLHb and have shown that DCLHb may be safely infused into humans.

The knowledge gained fiorn prectinical studies has led to the design of clinical trials that
will determine the ability of DCLHb to safely and effectively treat human iiiness and
injury. All of the preclinical studies performed to date have been approved by the
review committees of the patilcipating universities.

m LHb CIinical Information.
In the over 700 patients who have participated in DCLHb studies to date, more than
350 have received DCLHb. The clinical studies have involved 26 hospitals or

— universities in the U.S. and 8 other countries. During the 5 years of human clinical
work, 12 studies have been completed and 4 are currently underway. DCLHb is or has
been studied in many different clinical settings, including hemorrhagic shock, trauma, .
stroke, kidney dialysis, overwhelming infection, critical ICU illness, acute anemia, and
peri-operative use, including orthopedic, cardiac, abdominal aortic repair, and other
major surgeries. All human trials include close monitoring for patient safety and all
studies were reviewed by the appropriate regulatory agencies and the Institutional
Review Boatis (!RBs) or Ethics Committees (ECS) of the participating centers.

Allergic, renal, pulmonary, cardiac, necrologic, or infectious complications have not
been consistently seen with DLCHb use. Some laboratory tests have been noted to
change with DCLHb use, including proteins and enzymes that could indicate damage to
organs such as the pancreas and liver, or to muscles. In patients who have received
doses of DCLHb greater than 500 mL, blood amylase (an enzyme of the pancreas, a
digestive organ) and jaundice (yellow coloring of the skin) have been seen. The
jaundice starts soon after DCLHb infusion and usually lasts approximately three days
without the occurrence of any medical problems. Inflammation of the pancreas, or
pancreatitis, has been seen in four patients (two reported as serious and related to
DCLHb) who received DCLHb and two patielnts who did not receive DCLHb in these
studies.
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The initial clinical trial of DCLHb in shock and trauma patients studied the infusion of
saline (salt water) or DCLHb in 139 patients (71 of the patients, 51%, received DCLHb)
with mild to severe shock. The trial was divided into three dose levels, 50 mLs,
100 mLs, and 200 mLs. Each dose level inclulded approximately 40 patients
(approximately half received saline and the other half received DCLHb). In this trial,
the number of patients who died and the rate of side effects was not greater in patients
who received DCLHb.

DCLHb has been extensively studied in heart surgery patients and is currently being
studied in selected orthopedic surgery and abdominal aortic repair patients to test
DCLHb’s safety and effectiveness in preventing blood transfusions. DCLHb is also
going to be tested in a prehospital trial of hemorrhagic shock in trauma patients in
Europe.

The purpose of this research study is to find out how well this new hemoglobin solution
works in treating or preventing the harmful effects from the blood loss and shock that
occur with severe traumatic injury, The harmful effects of shock can include prolonged
illness or death. This research study will include only severely injured trauma patients
whose death rate may be as high as 40V0 despite receiving the best medical treatment
available. In this study, all of the patients whc~participate will receive all of the currently
available therapies known to save lives following injury. Those patients who are given
DCLHb will receive it as additional therapy to the best standard therapies available.
DCLHb will be studied to see if using it prevents death and prolonged illness in patients
who receive it. The standard treatment for severe trauma includes giving large volumes
of fluids and transfusion of blood through a vein, Surgery is often necessary to stop the
bleeding and repair the injuries. These standard therapies will be made available to all
of the patients treated in this research protocol, including those that receive the DCLHb.
The new treatment is to begin giving 500 mLs (1 pint) to 1000 mLs (2 pints) of DLCHb
within sixty minutes of arriving at the hospital. This is in addition to any standard
treatment required, including surgery.

If this study shows a clear benefit and little or no harm to patients, this investigational
solution may be cleared by the U.S. Food anti Drug Administration (FDA) for use in
patients who suffer from shock as a result of severe injury.

Study Des _ian
In this trial, the patients will be randomly (like a flip of the coin) assigned to receive
either the DCLHb or an equal amount of saline (a salt solution currently used as a
treatment for shock). The order of assignment will be determined prior to any patients
being entered into the study so that neither the patients nor the patients’ doctors can
choose which solution is given.

4of ’11 Pubdisc October 3, 1996



Saline is used during the emergency treatment for shock patients to help replace the
blood loss due to the injury. The patients who receive saline in this study will be the
control group. These patients will not receive DCLHb. All patients will receive the best
known current therapy for shock. The outcome (survival and illness) of patients who
receive saline will be compared to the patient:; who receive the DCLHb to see if the
addition of DCLHb to the current therapy improves survival and decreases illness.

This study will take place at approximately 35 trauma centers across the United States,
each of which will treat 20-30 patients in the protocol. Approximately 850 patients will
participate in the study. Participation in this protocol will not interfere with the timely
delivery of any of the lifesaving therapies currently available for treating severe
traumatic shock including the immediate infusion of resuscitation fluids and blood, as
well as emergency surgery if needed.

Primarv CIinical Benefit Measurement
● This study is designed to determine whether or not there is a decrease in 28

day mortality in patients treated with DCLHb compared to those in the control
group (not receiving DCLHb).

Secondary CIinical Benefit Measure men~
● This study is designed to determine whether or not there is a decrease in

— serious illness due to the harmful effects from the blood loss in patients
treated with DCLHb compared to those in the control group (not receiving
DLCHb).

● This study is also designed to determine whether or not there is a decrease in
24 hour lactate levels in patients treated with DCLHb compared to those in
the control group (not receiving DCLHb). Lactate is a byproduct of shock
caused by a lack of oxygen being delivered to tissues and cells.

● This study is designed to determine whether or not there is a decrease in 48
hour mortality in patients treated with DCLHb compared to those in the
control group (not receiving DCLHb).

Patient Por)uIation
The patients entered into this study will be a very small number of the total trauma
patients who are treated in trauma centers across the U.S. Most will have been treated
by emergency medical personnel prior to getting to the hospital and many will still be in
shock despite the emergency care outside of the hospital. Patients will participate in
the study only after meeting strict entry criteria. These criteria are designed so that only
the most severely injured patients who have serious shock and lack of blood flow due to
bleeding will participate in the study. These patients are at the greatest risk of death.
Patients may be males or females who are believed to be at least 18 years old.
Patients with severe head injuries or whose heart has stopped in the hospital will not be
entered into the study.
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The DCLHb or the control solution (saline) will be given to the patient no later than 30
minutes after meeting these strict criteria and within 60 minutes of arrival at the
emergency department.

Study Procedu esr
All standard therapies and procedures normally used to treat patients with severe shock
will be provided. These standard therapies include the immediate infusion of
resuscitation fluids and blood, as well as emergency surgery if needed. In addition to
standard therapy, patients will initially receive either 500 ITIL(1 pint) of DCLHb or saline.
The solution will be given through a vein, sirnikwto the way in which blood is provided
to these shock patients

After the first infusion of DCLHb or saline, the doctor will evaluate the patient’s condition
and decide if additional infusions of fluid are needed. Up to two additional 250 mL (Yz
pint each) of DCLHb or saline can be given within 60 minutes after the start of the first
infusion in order to stabilize the patient’s shock condition. Strict guidelines will be used
to decide whether the infusion should be stopped at any time in order to maximize the
patient’s safety.

During the study, the doctor will collect information from the patient through physical
— examinations and laboratory tests including urine specimens, blood withdrawn from a

vein, and blood withdrawn from an artery. These procedures are not significantly
different from the usual tests done to evaluate and treat a patient M this severely ill
condition. Each blood sample drawn will be 5 to 15 cc in volume (between a teaspoon
and a tablespoon sized sample).

The healthcare team will also evaluate the patient’s vital signs (systolic and diastolic
blood pressure, heart rate, respiratory rate anld effort) often during the first 48 hours of
the study. The patient will also have blood cclllected and vital signs evaluated at days
4, 7, 10, 14, 21 and 28 after infusion. The patient’s participation in the study lasts for a
total of 28 days.

Jnformed Consent fo r this Study
The consent procedures followed in the protocol will follow the Federal Regulations set
forth in 21 CFR 50.24 “Exception from informed consent requirements for emergency
research”. The IRB from the hospital giving this presentation has reviewed this study
and has made sure that all of the rules are met and that they will be followed as the
study goes on. The IRB has found the following:
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“The shock from blood loss suffered by patients eligible for this study are in is life-
threatening and the current treatments are limited and need to be improved.

“The patients eligible for this study are not able to give informed consent because
they are in a severe shock state.

●informed consent is not feasible before starting treatment with DCLHb because
DCLHb must be given as soon as possible within minutes of the onset of the severe
shock, in order to increase the patient’s chance of surviving.

“The patients eligible for this study cannot be identified before they are entered into
the study because no one knows who will get hurt and end up in shock.

“The study is in the best interest of ail severely injured trauma patients because their
life-threatening injuries require immediate treatment and DCLHb may improve their
treatment.

●Enough studies have been done with DCLHb to suggest that it may help trauma
patients.

“The risks in giving DCLHb are reasonable given the condition of the trauma
— — patients that is, the chance of DCLHb helping severely ill shock patients is much

greater than the chance DCLHb will further harm them.

●This study could not reasonably take place without an exception to informed
consent.

“An attempt will be made to contact a legally authorized representative for each
patient within the window of time before the patient needs to be entered into the
study, if feasible.

●An informed consent document is available for obtaining consent from the patient
or their legally authorized representative, if feasible.

+f the patient or their legally authorized representative is not available, an attempt
will be made to contact a family member of the patient’s within the window of time
before the patient needs to be entered into the study, if feasible.

“Information is available to provide to a family member of the patient and the family
member will be able to refuse to allow the patient to be included in the study.

—
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“If consent is not feasible during the therapeutic window, the patient, their legally
authorized representative, or their family member will be notified of the study, as
soon as feasible, and may refuse to contirrue participation in the study for any
reason, at any time without any penalty. The patient’s medical care will not be
affected by their decision, nor will they lose! any benefits they might otherwise
receive.

SafeWnitoring
An independent Data Monitoring Committee (members not affiliated with Baxter
Healthcare or the conduct of the study) will be established in accordance with the
Federal Regulations. Ongoing safety monitoring will be independently performed by
this committee during the enrollment of study Ipatients. If major safety concerns arise,
the study can be changed so that patient safety can be maximized.

Potential Risks
As with most medical treatments, it is possible that DLCHb could cause reactions or
discomforts that were seen in previously completed animal and/or human studies with
various hemoglobin solutions. Possible reactions that may occur from infusion with
DCLHb are:

● stomach pairr (gas, bloating), stomach cramps, constipation, nausea or vomiting
shortly after infusions
● back pain or muscle aches
● temporary generaI weakness or discomfort, headache
● a red discoloration of urine caused by hemoglobin (the protein found in red blood
cells that carries oxygen)
● temporary elevation (rise) of certain laboratory test results; for example: proteins
and enzymes that could indicate damage to organs such as the pancreas or liver, or
to muscies
● temporary inability to do certain Iaboratc)ry tests accurately
● temporary rise in blood pressure requiring treatment
● temporary jaundice-like condition (yellow skin)
● abnormal kidney function
● temporary increase in the time it takes for blood to clot
● small areas of damage in heart muscle, liver, or kidneys (only seen in some
laboratory animals)
● allergic reactions such as chills, elevated temperature, or skin rash

DCLHb has been studied in over 350 patients, thus far, including patients with
conditions other than severe traumatic shock, including patients undergoing various
surgical procedures including cardiac surgery, orthopedic surgery and abdominal aortic
repair, patients on renal dialysis and patients suffering acute ischemic stroke. However,
there may be risks relative to the use of this product that cannot be anticipated from

—
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such prior human use and the use of DLCHb could cause reactions (side effects) that
are currently unknown.

Also, patients with severe trauma are currently being treated with a number of therapies
including surgical and drug therapies. These currently used treatments carry
substantial risks in and of themselves, including death and permanent injury.

Because DCLHb is an investigational solution and the effects in pregnancy have not
been determined, risks to an unborn baby are unknown at this time. DCLHb will not be
given to patients who are known to be pregnant.

The risks associated with drawing blood include pain, bruising, lightheadedness, and
occasionally, infection. These riiks are usual[y small. Some blood drawing wiil be
done through already-existing catheters (tubes) heftin the blood vein or artery. This
greatly reduces the painful part of repeated blood drawing. Insertion of a catheter
(tube) into a blood vein or artery will only be done it needed as part of the usual care of
the patient. This practice is typical for patients who are critically injured.

Bemm
Patients who receive DCLHb may have an increased chance of survival or of avoiding
serious prolonged illness. However, there is no guarantee that this solution may benefit
those who receive it. The potentkd benefits to all of the study participants include
extensive medical testing and examination. Another important potential benefit is that
the information gained from this study could help patients who need this type of medical
care in the future.

Additional Costs
Special laboratory studies will be done on the blood samples, at the expense of the
researchers and at no extra cost to the patient, There wi!l be no additional cost to the
patient for participating in the research protocol beyond the costs of the standard
medical care required to treat the patient’s condition.

Alternative (Othe ) Treatr ments
It is important to note that all patients who participate in this study will receive the best
known current therapy for traumatic hemorrhagic shock, including the immediate
infusion of resuscitation fluids and blood and emergency surgery, if needed. In other
words, being a patient in this study will not hinder the delivery of any of the lifesaving
therapies that are currently used in patients with severe shock.

The alternative to participating in this study, is to receive the standard medical care that
critically injured trauma patients currently receive in the emergency setting.

9ofll Pubdisc October 3, 1996
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Additions 1Information
Besides the risks and side effects described, additional risks that are not currently
known may arise. If additional side effects are discovered, the sponsor (Baxter
Healthcare) will notify each doctor participating in the study. The doctor will be
responsible for sharing this information with his/her patients.

Volunta~ Co
. . .

ntinued Pam ~ation and WithdrawalI
If consent from the patient or their legally authorized representative is feasible, the
decision to participate will be voluntary. If informed consent is not feasible, an attempt
will be made to inform a family member. The family member’s decision to include the
patient in the study will be voluntary. Even if the decision is made for the patient to take
part in the study, the patient maybe withdrawn from the study at any time. The
patient’s medical care will not be affected by this decision, nor will the patient lose any
benefits he or she might othemvise receive.

In addition, if consent is not feasible during the time in which DCLHb must be given, the
patient, their legally authorized representative, or their family member will be notified of
the study, as soon as feasible. Any of these parties may refuse to the continued
participation of the patient in the study for any reason, at any time without any penalty.
The patient’s medical care will not be affected by their decision, nor will they lose any
benefits they might otherwise receive. If a patient decides to withdraw from the study,
all data collected from that patient will be used up to the time he or she withdrew. This
information is necessary in determining the safety and efficacy of the product and is
mandated by the FDA. Any patient who decides to withdraw, or declines to continue
participation in the study, wil! be asked to consent to a 28 day follow-up contact which
may be made by phone. Once a patient has declined to participate further in the study,
no other contact will be made with the patient unless a safety issue arises that requires
further contact. Information that is part of public record may be used.

A patient’s doctor may withdraw them from a study at any time without their consent if
they believe that withdrawal is in the patient’s best interest. The study sponsor or the
FDA may also cancel this study at anytime.

Confldentialitv
A patient’s participation in this study will remain confidential. To make sure the
information from this study is accurate, the study sponsor (Baxter Healthcare), their
representatives (ClinTrials Research or other iauditors), the Institutional Review Board,
the FDA, and other governmental agencies, may inspect the records concerning a
patient’s participation in this study. Information gathered from this study maybe
submitted to governmental or regulatory agencies in other countries where the study
drug may be considered for approval. No patients will be identified by name as a result
of any audit or in any publication of information from this study.

lo of ’11 Pubdisc October 3, 1996



co m~ens ation for Researth-Related Iniury
Patients will not be compensated for their participation in the study. Any patients
physically injured as a direct result of participation in this study will be provided the
medical care needed to help them recover, at no cost to them, by the sponsor. No
compensation other than free medical care will be provided.

Contact for Further Information
For any questions regarding this study, or patient’s rights, please contact the doctor
responsible for the study at this clinical site.
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June 1, 1997 FOR IMMEDIATE RELEJ4SE
-. Wmdi Hansen

Ken Marshall

Uo LMEf DICAL S~ ,00L. Ilo&Jn& TO s~~y NEw
PLOoD-BA=QM13Q ~

LOUIS~ Cy.- A &ly &eloped product that may allow emergency phyaioiansto
more quickly treat traur rapatierrtswho havesuflbredsevereMoodlosswill be studiedat U of L
Hospital by emergency! nedicine and trauma surgeon researchers at the University of Louisville.
The study of Diasprin Cross-Litdce&Hetnoglobin (DCLHb) is set to begin later this moyth.

U of L Hospital willbecome the first hosp”~, in KentuclgJ to use the hernoglobtn-based
product to treat qi~ mately 20-30 trauma patients,Studycriteria dictate that only the moat
seriously injured patient; who ~ severe shook and biding have the oppotinity to be
enrolled. These patients are at the ~eatest risk of dath.

_—— AUpatientswill retinue to reoeive the beat possible medical care currently available. The
DCLHb treatment @i be administered as additional therapy. The stud~ is nationally rando-
of those patients who t%* tmtrnent parameters, approximately halfwifl receive@ additional
treatmentstep, the otlw hslfwill not.

#

U of L has been nxltorized by the U.S. Food and Drug Administration to study the
product in its trauma ca Iter during a two-year olinicaltrial. U of L and federal research protocols
dictate that a patient mu it give iI@omd consm befbre being enrolled in any clinical trial.
However,patientswho lwve sufFeredseveretraumaandlossof blood - the type of case for
which U of L’s DCLHb mrdy was designed. are sometimes not physically abIe to give ~ormed
consent, nor oan next of kin be looated k time to administer treatment. --

h such caaeq U >fL will utilize a waiver of informed oonsent reoently authorized @ the
FDA for just such contixgencies. The waiver allows U of L researchers at U of L Hospital to
administer DC@ even before infiqrmedconsent can be given. The study was r&ewed and
approved by a U of L w nmittec thpt oversees the prot~”on of human subjeots in research.
Pti~titi&_~ bwww}bw*e* mtitiwtim& tiatmytie*~
they have been tiortned ~ “

DCLHb is prepaI ed fi-omo&nically modified human red blood cells. The product is
sterilized and pasteurim, and can ije ilozen for up to one year, Most importantly, it does not
requireacross match wi h the patie/xsown blood and can be used on anyone.

. ,-,.
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“Diaspfi holds great promise for our patients with severe traumatic injury,” wid Mary
Nan Mallory, principal investigtior for the Kentudky DCLHb study, and a physician in U of~s
emer#ncy medicine d( partment. During severe blc}odloss, Mallory explaine~ a patient’s 2S-day
mortafity rate incr&se~ because of damage to internal organs and tissues. ‘This study,” she added,
“is designed to detwmi ~eif the use of DCLHb can decrease the number of deaths that occur in
that 28day window.”

U of L Hospita is a Level I Trauma Center and onc of35 U.S. sites to be involvedinthe
dinicid @ of X)CLHb The produ~ IIIandisctud by Baxter ~dthC~ Coq). in Deer&M, IK,
alreadyhas been tested extensively in the U.S. and mbroadas a treatment for traum~ stroke,
kidney dialysis, ovemvkelming infkctio~ critical I(XJ iUnessand acute anemi~ as well,aa in
surgety to reduce then sad for blood transfusions.

“743“Wlb
A spex5altelepk one number, l-80kxx-_ has been set up to allow community

members to commksxttadfor submit qucdms. thlkcra who have questions can leave a message,
including their telephor e - and a smdy staffmember will answersuch questions by return
phone call.. A mechani~m also is awdalde to cxcluds b the studythose who wish.

~
For more irdbrn ~atio~ contact Randi Hansen at the Uqiversi~ of Louisville School of

Medicine, (502) 852-7:04, .or Ken Marshall at u of L Hospi@ (502) 562-4007,
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fksl~ of John Wlllk+m Hall ●nd Eva
Aug. 9. Information:McIna,(502) 239-
AA7R

b- Reunion. July 20, 1 P.m., at the
. ..-.

home of Mae McCarty. Taylorsville, Ky. Vlcco Mlgh Schoef Maid and Frlersds

Potluck meal. Information: Mae Sparrow Aaaeciaths.Aug. 16, noon, EasternKe
tucky Unive&ty, FacultyAlumniCenter,
ArlingtonMule Sam, Richmond,Ky. Info!
metion: Don Kelly, (502) 24S-5S63.
~ndanta of John ●nd &mea
Rw@sle. Mg. 16, BreckimidgeInn. In.
formation:LucilleJp_kiIm.1305
W@wanga Ave., Louisville,I(Y. 40222:
(S02) 425-7166.
D@ostt Manual aaae of lsaa. Ott, 2:
ExecuttveWe%tHotel. Information:Dale
Veeeie, (502) 634-f 145.

list@a appeareachSunday.IIamsrwt h si
m*edinwiting Sildlmrs&@dby8SS Cour
Jwmalkin Bureau,PO. Sex740031,Lo-

&Ky.40201-7 1, 00 W W !!OOtlmy.

. .
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An important message from the
University of Louisville Schob( of
Medicine and U of L Hospital

After a deoade of scientificmaearch, ample evidence exists that a
bloodprosbct known as fXasprin Cross-Linked Hem@obin -

(DCLHb) may have lifesaving@er4ial for ~rely in@redpatients.

Tk U~ LSchoolof Medicine’s emergenoy mediine and surgery
departments at U 6f L Hospital has bben ohosen by OCLHb’e
manufacturer, Baxter Heafthcare @p; of D@rfield, IL as one of 3S
centers natiinvdde to test DCLHb’s~i~ intreating iiie-
threateningblood lossthat occursfrom seyere traumatic injury.
Just 2fMOLouisville-area patients will have-t@ opportunityto
participate in this na#an#yrandornized study Resea@r 6dt6ria
dictate that *-most serkxrs& inju&d ** w h- ‘“
sews shookand Meeding wiflbe elig@&:_ patiemhsve the -

‘greatestriskford6ath.- .; ,S:’ ... ‘:~ :, .,, . . . . .

U’d”L and federal r&a&h pr&o&’& di&& th~t a &t& mu~
~

g*,i@rrred oonsentbefore being enrolled in any cfinioal
,mediition tri&l.Howeverrmany of the patifi efiiible for this stu~
may not be pttyaicaltyabte to giw informed COllSSflL,”hO?* W ~ “.
,kinafwaysbe~intknem adninlstertreatment...; - “ :, - l’::----- ,:., j.,,..’ “4.. :,., .. . ‘:.-<:.” .. - .. .. T’
In suck Gases,U of L will utiffze8 ~~”of %&& &nseti ,,. .
.recentfyauthorized bythe FOA fy jtist such r%t~genr%s Ttie” ..
waiver allows U of L ~arcWs &.U’bf ~ Hospital tu”adminieter
DCLHb even before informedconsqhtoeti be given. ti,and ‘“”’
tharfarniiie~ however, have the right to Wfthdmw front ti MI 8t .

,anytianeafterthey hsve@en&rfomted. .-{’:.: ““’”‘j”;-” ‘“~:- -
.. .. ,., .’.:. :-- . ,,. f , . .. .. . . . .. . .. ,.,,,. ;”.; :. .. . .

~K“* aie inter&&t in fiir’oui”rnore a@at tQ~ a@&& ’w&ti ‘”

fiketocommenLpk3s**t0e .. . ; ,:.....,.,
Mve&ty ofLouisvilleemergency
mkdicine dtirtmaiit at l-600-76& ll&EIlzJfll

4916. Our p&Msns will be happy to -.”-
,.’-.:”

answervour auestiorrs...-
.“.#ter

.,’:-, .. .. . . . . .
.. ,.

LNIVERSITY MEDICAL ~ CENT?R,INC”

v
..

\. ““ \

T!vsmassagespmwdedinaccordancewilhtheLLSDept.of HaahhandHuman
Setvcvsregulation,e~ectiwOctober2, 1S9S:“Esceptionfrominformedconaen!
reqwamenrsincertainemergencyresearch”(45CFR Part46).
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search
UKp-wwm testing different method ‘“”

swsPartd’hAis’to,~ Linked He- which is
,wk?lxx theauktltute blood csn re promM@ from human-bloodthat
ducedea@)d6ring ~igperki&offi- hs#bfXll SkW@fitdOOd bSidCSSO

BY JIMWARREN two-year national study to evaluate ciafs SS~ ‘ f:, k)n$ it @ “out&~ I(% made by
HuwwLaom MEWM WRITER the hemoglobin-based prgcfuct in pa- The University of Kentucky Illinoi$y B@er, H@hcare

AnotherKentucky hospital is tients suffering from severe bkxid Hc@tal began’.testing a different
~lunginginto the patentidy ~cwit- loss. %

. .
, !ype,qfbkqd substitutethis spring “

lng new world of artificial bfocd.
. Mq,Nan Mallory, ml SSs@

Mod loss kills up to 40 pero.mt m pfmenta undergoing lieart bypass L!ia%professor of cqwrgency medi.
Doctors at the University of of patients with were traumatic in-

Louisville Hospital say they’ll start juries, IWen patients who survive
surgery, The materfal UKis using, ciftaM ‘UWL‘andprincipalinvesti-
madeby Sornato&nInG[of (kfik@ j@x: on%.hsStUdy,said 20.to 30

giving an experimental new blood initial bloodloss remain at risk of nia, is produced artificially bygenet~ traurmi patients who hSVe I@ large
substitute to selected trauma. pa- death for up to a month kecause of ically engintx!redWet’i& I “ arnounta of blood will be given the
tients later this month. It’s part of a damage to internal orgins and tis- U OfL iS testi~ ~~ c@ss- ,,l$OdwtU@ - tith tTallSfU-. .I ,,’ J:”!,:’, ,$.’ !, ”:,, : . ,.

,, .. ,”” “ —,, .. .. .
● ..,.,. :!

+&a of “rml” blood.Only injuly p;
hentawho are at high risk of dmt
from shock and blood loss will b
ended @ the study, she said.

~eral competing blood SUM
tutc+ now are Ix%g evaluated a
nvxkaf centecsnationwide.

AU.blood substitutes basicall
consistof hemoglobin — the protci
in ted blood cells that carry life-gi~
ing oxygen. No one has tried to (h
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i FROM PAGE BI

.,velip a :uhstitutc for whole blood,
which is thought to k. t~ compl?~

‘todupl@{e. ; “ ,,::, ,
; .:,. F?A apprdvalof bloodkubsti~”

tutm-for general use prohbly is
~ four or five years away. BUt
I- “biotechnk.al aild pharmaceutical

‘companies’ are trying to get blood
substitutes into’ (he testing stage

~ now in hopesof cashing bon what
~ld be a’$2S billion-a.- n~rk~

~ ~.. Dnsprin Cross-f.hked Heniogb
: ‘“”tinhas been giVe’11@ about 700 pa-

tiqta nationwide in,early ‘Iikds with
a few tempixarj side”effec@ ac-
cordingto U of L Theaq included
temporarybq haroilessyellowing

:.’.:df,the skimtem@xw’yre&k@lgd
the urinq ruukea $i’hdsome back

: ,pin.,- ,. .“ .:., .,. .,l

;.. . While pati~’~ will be m’oni-
~,Ks@ for any problems. Mallory

:j aid the’ blood subditute’s ide ti.
t‘f&s shbuld be more tlym o set by’

‘ :$eseadvantagek’: “’ :,,..
. ■The pi’oductcan be given to

@~Y@ F@@jqa ofb@odtYP&No~
“blqodtyp!~g ~cnecesssry, saying

~f.:wl~ble..t~; id ~h,; emergency
*:.~. j ‘ .... . ... ..,“.

‘‘ ~ Fe*&f~bl~” &nsfusiins.,; .
wouldIM* allbm”pg~ ef.
tit @e”ofbrooday~fii “ ~~
‘;:;. 9 ~ bl@~bstitute is steril-

~: aid ehqmahngany riskof apnqd-

“kg AIDS,hepatitisor other bl~ ~-
bolmeillnesws,

According to Mallory, U of L
will offer’ the blood substitute on:y
to patients who arrive at the hos~ti-
tal in.Iife-thruteningshock fro n
blood loss after traumatic injur;.
Half.the patients will receive (Iw
blood substitute along with tradi- ,
tional treatments, and-half will r;-
Ceivetrafltiond Wx@enta akmc.

Do@rs wiil secure pWien(;’
con.%t beforegiving the bfocd sw)-
stitute. But in caseswhere a patient
is physi~lly unable to give torment,
U,ofiL,yin usea waiverof conscxt
aut@nzedby theFDAforsuchsi:-”
uationa., Patients or their families”
can drop out ofthestudyany time

&cording toT@lory, U of:.
Hosp@ k me ofabout40medical
centersnationwidethatwilltestDI-
ssprin” Cros&L@ked.. Hen@l#In
over ihe riext two ydi. A total of
about &50 patien@ will receive ths
‘blood substitute over the cou~ ~)f
thetrhd,slqa id. “.; . ... .

*W of the inusu# .tiaturc
of-thestudy, U of L has set up a
special phone,number that people .
can call to submit queatimiq am-
men~ Was can leave .mqes,
Abti with ttieii phone nu@em.
and u of”L staffers W“ltcall them..
back. T%SYalso @n ask to Ix_ex
chgbd fmrn iht.study. ‘iIq number
is f800)7634916. , . .
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U of L to test product that may savepeoplewho losea lotofblood
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~ting a w product that *ey.
h- @ -w. the suwival
*ofpatien@who’&mka
*d blood,--”-’;.:+;. ;:’!%.;“-’ .+;

*&&*’y* ti
to:30 trauma p@iti”tsWill~ in- ,
clud@ in tbe studyvofDii
Cross-Lti JHekoglobiq said
Ix. Mary NanMallory$an Sssis-,.
tantpmfessorti the Uof Ld-
ical schqd’semergticj i.nedicine

. Pdiminary ‘stdkis have
shown &t,, . H ~.
LinkedHemoglobtihas promise
for restoring bloodpressureand
circulation b people “whohave
Iastabouthaifof tibWti

. .... .. .., .. ...,.
thatcan be used onall &ients, :: “::,;,;;.:.::.
without the need to ~t~ a -,,..” ......
blood type, It’s W@ in conjunc- - ‘“’’.”.
tion with blood ~tisiom ,, . .:,,”.”’:.
rather than Ss a substitute for

:..’;’ “““’- . .
..... . . .,..,.. .. . .. . .

“Mallory,headinvestigatorfor
the projeq said the number of
potential test subjects is limited
becauseonlyabout threepatienta
who have suffenxl severe blood
Iossarebrought tothemgmq
momeachmonth.
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Ha.If‘t!@@k&s ii the’*(j’ji
willgetthe new”product and the
other half will get a dine solu-
tion. Both groups will be moni-

by Caiifornk-twjed - lhmr
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putdatedhuman bloodstored in
blood bark The blood is fil-
- h@ed and undergoesother
mWmenL The result is a product
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Synthetic blood is new trauma treatment
—

By Randi Hattsen
Staff Writer
—

U of L researchers willstudya eynthek
blcod product that may allow emergency
physicians to speed treatment of patients
who have sufferedsevere bloodloss.

The product,DiasprinCress-LinkedHe-
moglobin(DCLHb), is preparedfrom
chemicallymodifiedhuman red blood
Cells.It is aterifksd amdpaswwhd and
can be fmzenRwq9to oney4w. Mo5t
importantly,DCLHb can be used on any-
one, and does notrequirea match with
tfw patient’sownbloodtype.

,Studycrfteriadictatethat onfythe most
serlouafyidu- w“e* those withse-
VelmShockand breeding,are eligibrefor
enrollment These fWents are at the
gmateat rfskof death.

Allpatierlts willreceivathtakle!atrnedicat
careavailaMe,atmasedMaryNan
Mallory.@dpal invesdgaiorfortheKen-
**. TheDcLHbtreatmentwillbe
administeredas addiionaltherapy.The
Studyiamadonal(yMndomized,Wtlicfl
rneanaofthose -staupa@c@t-
ingcanterewhofitfmamsntpnnamr%
approximatelyhaffwillMceive#is addi-
tional treatmentstqx the otharhdf tilt
not.
YXirfn hotdegraatpromiseforour

patientswithSeveretraumaticiyufy!”
said Madlory,whoatsoisa physioianin U
of L’semergency medicinedqartment.
Even after SUM severe bloodbaa,
Mafforye@ainecL a patientstillrfske
death inthefirstfmmthdu etotheinitiaf
damage to internato~~ and tissues.
WVewanttofind outtJm2ughthiaatudyT
aheadded,lfthe useof DCLHbcande-
crease the numberof deathsthat occur in
that 26day window.-

The U.S. Focaland DrugAdministration
has authorizedU of L to studythe prcd-
uct in itstrauma centerduringa two-year
trfat.U of L and federalresearchproto-
cols dictate that a ~tient must give in-

formed consent before beingenrotledin
any clinical trial. However, patients who
have suffered severe trauma and loss of

WY NanMSIIOV

bfood-thetype ofcaseforwhich Lfof
L’S ~~ study was designed—
sometimes are injuredtoa seriouslyto
give informed wnsent, norcan next of
kin be tocated m time to administertreat-
ment

fn such cases. U of L willuse a waiver
of informed consent reoentfyauthorized
by the FDA for just such com”ngencies.
The waiver akws reseachem at U of L
Hospital to administerDCLHb before in-
formed consent can be given.The study
was reviewed and approvedby U of L’s
Human Studies Commiltee.whichover-
sees the protectionof human sub&ts in
research. Patients and theirfamilies,
however, have the right to &iidraw from
the trial at anytime after the~ave been
..-. —---- — -.—— .

--

informed.
The committeealso has oudii a

comprehensive- d~- ptan.
A threeweek pMg@ll of adv@iaing and
pubtii is underway: itsaim is to infom
localresidentsof the studyand the pos-
sibteuse of the FDA waiver.

A special telephone number, 1-600-
763-4916, has been ~t uoto allow cam
munitymembers to comr&t ancilorsub-’
mitquestions.caflers who have trues- !
tionscan leave a message, including !
their telephonenumbers,and a study
staffmemberwillanswer suchquestions \
by returnphone call. A mechanism also
is availableto exdude fromthe study ‘
thosewho wish.





~

09/22/97” 14:00 FAX 502 852 0066 UofL IWERGIQZD

--

GREATERLOUISVILLECONGREGATIONS

F, HAtt
Chairman
944-4789
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J.F. Gates
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ForJehovah’sWitnesses
1508Beach Street
NW Albany,IN 47150

Hosplhl LiaisonCommittee (812) 944-4789

August &1997

Mrs.MaryS.BerumttRN, MSN

Diredixoi Gue#Relationa

Universityafbdeville Hospital

530 SoJackJonStreet

Louisville, Kentucky 40202

Ckm Mrs.1Iennett
If] oushouldneedanymoreof thematil thatyourquested,plea%?letus know as we

do appred{te the interestthatyouhaveshown in our work as well aa the effort that you have

* forthtc improve ourcommunicationwithyour faciMy.

&s *have often ehttxbour aim is cooperation and not conrlontatiow however, we feel

that the ex~erhnentaltreatment of patients as stated in the Courier Journalof July30,1997will be

a problem () be addressed.

As wly aa 1993our researchrevealed that this product prepared by Baxter Health-Care

Corporationiwasfrom blood whose shelf lifehad expkd, and is essentially “recycled” for the use

stated in th Iakle.

IIM %aiver of informed consent”as discussed in the article raisesethicaland legal

concerns as b the Corredmsa of thiaaction, and whether PDA has the authority to initiate such.

Clearly, rno e vlgtlanceon ourpartwiliberequiredtodealwithany situationthat may develope.

TM ~seems to be an appropriate time to make a requestfora listofdoctorsthat are

favorable to treatingJehovahsWknessesin thefieldofAnesthesiology,Neonatology,Oncology,

Radiation C ncobgy, orthapedk% and any other area where blood could become an issue so that

we can dim tour people to these cooperativedoctors, when necessary.

We uc not expecting any miracles,only reasonable, alternative treatment.

Tha & you for your very *tcient handling of our problems in the past,and we look

forwardtoanimproved and continuing intwchange along with positive solutions.

YoursSincerely,

Louisville Hospital Liaison Committee

~

’97 12:52
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Depaflrr mt of EmergencyMedicine

..-.

EMERGt6ED

Schoolof Mediiine
University of Louisville
Louiswlle, Kentucky 40292
(502) 852-56S9
FAX: (502)852-0066

UWERSITYojKWKWLLE
September 2, 1! 197

Louisville Hospi al Liaison Committee
Greater Louisvili a Congregations for Jehovah’s Witnesses
1508 Beech Stn let
New Albany, iN 47150

Dear Liaison Co remittee,

I received a cop t of your ietter addresaed to Mary Bennett, Director of
Guest Reiations for University of Lou@Wle Hospital, concerning
Diaspirin Cccma-tirdwd Hem@rMn, the product produced by Baxter
Heaithcam CoWc ration. f understand why your committee would have
concerns about ti Iis hemoglobin based product. You may be aware this
research protoco exciudes patients who have known objections to blood
or biood product:;,

@O06

It is our institutil m’s practice to examine personal effects of a patient .

that is admitted md is unable to communicate with the hospitai
personnei. With this in mind. it is imperative to reiterate to your
congregations, in this area, to carry an identifying card in their
waiieffpume. We have found, in the past, this is the most successful way
to identify a per: on’s transfusion wishes.

The University 01 Louisville Hospital and its personnel want to carry out
each and every $atient’s wishes. if yOLIhave any additional questions or
concerns please do not hesitate to call 1-800-763-4916,

‘ina~”- -
Mary Nan MaiJory, M.D.
Assistant Profes ;or
Department of En ergency Medicine

SEP 22 ’97 12:54 502 852 0066 PAGE.006
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Chairman
9444709

R.D. Caster
897-7022

J, F.Gates
367-1608

R L Perry
4474886

C R.Price
7760307
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For Jehovah’sWitnesses
1508 Beech Street
New Atbany, IN 47150

Hospital Liaison Committes (512) 94H7E9

September8, 1997

Mary N m Mallory, M.D.
Assists nt Professor
Depart rtent of %srgerwy Uadicine
Univen ity of Louisville
LouisviIe,Kentucky40292

DearD(}ctorMallory
Thank you for your prompt reply concerning Diaspirin and your comments which

clears t p the matter to our satisfaction. We also appreciate the reminder about our
Advance Medical Directive as we still have training to complete with our fc4ks so that
they wi 1!be diligent in this matter.

Ycxw pokey of mspedng a patiemsrightsisgreat!yappreciated,foroftena
facility till be obstinate in this regard and create traumaforall mwxxnd

If there is any occasion where some in yuur group we curious about our s@rtd
and wa w to interact wfth us, we would view this as a privilege and an opportunity to
create m atmosphere of mutual understanding.

Yours Sincerely, . ,

-a-b-h M@ncz
Chairman

\

Louisvil e Hospital Uaison Committee

SEP 22 ’97 12:54

1

502 852 0066 PAGE.007

,, .



.-,



F=IJG-13-L99’? 13:4G wWE 3 NEW 502 561 41B5 P. Ei2/B4

__Z__

MOGLOBIN’
..dI’TER=ast
PAGE#=21
NEWSCAST=ll
TALENT=CHO/LLY
GRAPHIC=
{***CQ~G ***)

A NEW PRODUCT BEING TESTED IN EMERGENCY ROOMS ACROSS THE COUNTRY my SAW
YOUR LIFE.
(*.drLo~I*.*)

IN THE NEXT FEW MONTHS, A SELEC”TGROUP OF TFUUJMAPATIENTS SN WAVE COUNTRY
WILL RECEIVE A MODIFIED HEMOGLOBIN CALLED D-C-L-H-B.

WAVE THREE NEWS REPORTER ANDREA STEPHENSON EXPLAINS.
TAKE PKG
FONT=U of L Hospital/Louisville
FONT=Dr. Mary Nan Mallory/A&tending Physician
FONT=Andrea Stephenson/Reporting
OUTCUW=SOC
RUNS=

TOTAL=:OO:16
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a.J2HEMOGLOBIN
‘21TER=ast

/?AGE#=
NEWSCAST=

IN ROOM 9 AT U OF L HOSPITAL, THE EMERGENCY STAFF TREATS THE AREA’S MOST
CRITICAL PATIENTS: THEY HOPE RESEARCH ON A NEW HEMOGLOBIN PRODUCT WILL INCREASE
SURVIVAL ~TES BY 20%.

(tape :12) ((’’the pati.exxs most sick, those axe the ones in the ‘study, they have
lost a large percentage of their blood’s volume through trauma, blunt trauma

like in a car accident or punctures like gunshots and stabbings.”))
RUNS=OO:13

THE PRODUCT, CALLED DCLHB.. .HAS BEEN SHOWN TO SPEED OXYGEN TO ViTAL
ORGANS WHEN PATIENTS FLAVE LOST A SIGNIFICANT AMOUNT OF BLOOD. THE CHEMICALLY
ALTERED HUMAN HEMOGLOBIN PRODUCT IS MADE FROM EXPIRED BLOOD FROM BLOOD BANKS. ..A
PHARMACEUTICAL COMPANY HAS FIGURED OUT A WAY TO TAKE RED BLOOD CELLS-THE OXYGSN
CARRYIWG CELLS- AND PURIFY THEM.

(TAPE 25:14 stand up) ((’’Thehemoglobin will be used in addition<to all the other
essential fluids, it does not require a cross-match and can be used on
anyone.”))
runs=oo:lo

ADDITIONALLY, DOCTORS SAY DCLHB. CUTS DOWN ON TFUiNSFUSION RELATED
INFECTIONS AND REACTIONS. ANOTHER BENEFIT EMERGENCY CARE WORKERS SAY WILL HELP
THEIR PATIENTS IN THE LONG R’UN.
-

‘,pe 9:18) ((f’we’~e Still seeing patients die in Intensive Care in the first
month from damage done co organs in the fi.rsc hour before their holes are fixed.
We want to reverse that trend, and we hope this is it.”))

runs=oo:14
ANDREA STEPHENSON, WAVE THREE NEWS.

OUTCUE=SOC
RUNS=

TOTAL:=01:18
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T HEMOGLOBIN
RITER=aSt

rIAGE# =
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TALENT=LLY
GRAPHICS=

(***~R1***)

THE PRODUCT WILL BE GIVEN IN ADDITION TO BLOOD. . .
DOCTORS WILL PICK THE PATIENTS THEY THINK WILL BENEFIT FROM .THE NZW PRODUCT.
IF FAMILY MEMBERS DON’T WANT THEIR LOVED ONES TO PARTICIPATE IN THE STuDy,

THEY CAN DECLINE TREATMENT AT ANY TIME.
TOTAL=OO:13
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CONTA(X RankRaczkidt2
EMAIh raczld@A1.ISD.UPMC.EDU

%sau Manko
PHOm (412) 647-3s55

FAX (412) 624-3184

FOR IMMEDIATERELEASE

UPMC TO STUDY BLOOD SUBSTITUTE IN TRAUMA PATXEN’IW

PITTSWRGIL July 1- Reseamhcraa?die Uti~ershy of PittsburghMedieadCWX

(UPMC) am part[ciparing in a wttdy so detwmim the effec@eness of a nmv blood substimtc iu

the treaunem of trauma parienmwith severe blood loss. Ic is hoped that this experimuml

blood subscicutewill help to redumdcatbsfrom trauma. About 40 sites nationwide are

pactieipating iuthe acudy.

.———.

A patented. expxfmental blood substituw will lx given to trauma pariem to treat tbe

kmfid side effeets of sewere Mood loss and passibly pnwxtc deaa This srudy is made

possible by guidelines recendy adopted by the Food and Drug Administration (FDA) that

allow wnscns tobewdvcdinstudiesd emergmytherapies for patiems in lifk-t.breateni.ng

situations. Due cothe natureof thisstudy,P&UK-COnSentmaynot&possible.

Obtaining advance consent tim family members also will be dillleult twxxmsethe

blood substitutemustbe gNen within O* h- of hospha! ad’al. Patientsortheirfamily.

members will be notified as soon as POW*1Caboat the stiy ti given the ogtion of whether

orrla to WXlthw.

-more-

.
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About 20@ents wiUbeeorolled in*stiyattie WMC. Halfwillcedve the

blood substitute and hdf will reaive a saline solution. Pau@s dso wilI be given all current

swdard treaunenra.
.

‘he blood substituw, developed by 33axterHeal(hare Co&adon, is derived from

human red blwd cells. A apechlixd filtration and heating PKW9SWOUJSfhe finished product

~tia.1 in tmuma situations wheretargeanoants of blmd 10SScan result in a lack of oxygen

to Vi@tisswx. his e-dy Stored$inemergency butnmfs and can be immdiardy

traficd in tcauma patients.

For additional information about theWumsig of Pii~ Med”d Ccn.ter,please

*cess our website at Ml@fww.upmc.cdu.
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➤ UPMC tIORiE UPMC TO STUDY BLOOD SUBSTITUTE
➤ SEARCH INTRAUMA PATIENTS
} UTILITIES/liELP PITTSBURGH, July 1, 1997 -- Researchers at the University of

Pittsburgh Medical Center (UPMC) are participating in a study to
P DIRECTIONS determine the effectiveness of a new blood substitute in the treatment

of trauma patients with severe blood loss. It is hoped that this
F CONTACT experimental blood substitute wi11help to reduce deaths from trauma.

About 40 sites nationwide are participating in the study.

A patented, experimental blood substitute will be given to trawna
patients to treat the harmful side effeets of severe blood loss and
possibly prevent death. This stucly is made possible by guidelines
recently adopted by the Food and Drug Administration (FDA) that
allow consent to be waived in studies of emergency therapies for
patients inIife-threawning situations. Due to the nature of this study,
patient consent may not be possible.

Obtaining advance consent from family members also will be difficult
because the blood substitute must be given within one hour of
hospital arrival. Patients or their family members will be notified as
soon as possible about the study and given the option of whether or
not to continue.

—_

About 20 patients wiil be enrolled in the study at the UPMC. Half
will receive the blood substitute and half will receive a saline
solution. Patients also will be given all current standard treatments,

The bld substitute, developed by Baxter Healthcare Corporation, is
derived from hurwm red blood cells. A specialized filtration and
heating process allows the finished product to be safe from viruses.
The solution carries oxygen and therefore has significant application
potential in trauma situations where large amounts of blood loss can
result in a lack of oxygen to”vital tissues, It is easily stored in
emergency departments and can be immediately transfused in trauma
patients.

###

MEDIA CONTACT: Frank Raczkiewicz

TELE: (412) 647-3555

FAX: (412) 624-3184

—. —-—.— ——. ——-- .—— ———.—.
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Univ Of Pittsburgh To Study Baxter’s Blood Substitute >BAX
112 Words
1227 Characters
07/02/97
12:16
Dow Jones News 9ewice
(Copyright(c] 1997,Dow Jones & Company, Inc.)
PITTSBURGH (Dow Jones) --The University of Pittsburgh Medical Center

said it will participate in a study todeterminethe effectivenessof
* Baxter InternationalInc.’s(BAX)blood substitute in treating trauma
patients with severe blood loss.

In a press release Wednesday, University of Pittsburgh Medical Center
said about 40 sites are participating in the study.

● Baxter Healthcare Corp.ts patented, experimental blood substitute,
derived from human blood cells, will be given to trauma patients to
treat the side effects of severe blood loss and possibly prevent death.
Due to the nature of the study, patient consent may not be possible.

Baxter is a medical pruducts and semices company.
(END) DOW JONES NEWS 07-02-97
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* UPMCto Study Blood Substitute ia Trauma Patients
304 Words

2317 Characters
07/02197

11:18
PR Newswire

(Copyright (c) 1997, PR Newswire)

PITTSBURGH,July 2 /PRNewswire/ -- Researchers at the University of
Pittsburgh Medical Center (UPMC) are participating in a study to determine the

* effectiveness of a new blood substitute in the treatment of trauma patients
● w“rhsevere blood loss. It is hoped that ti experimental Mod substitute

will help to ~educe deaths tom trauma. About 40 sites nationwide are
participating in the study.

* A patented, experimental blood substitute will be given to trauma patients
to treat the harmfid side effects of severe blood 10SSandpossibly prevent
death. This study is made possible by guidelines recently adopted by the Food
and Drug Administration (FDA) that allow consent to be waived in studies of
emergency tlwrapies fm patients in Iife-threatening situations. Due to the
nature of this ~dy, patient consent may not be possible,

Obtaining advance consent from fhmily members also will be difficult beeause
● the blood substitute must be given within one hour of hospital arrival,

Patients or their family members will be notifkd as soon as possible about
the study and given the option of whether or not to continue.

About 20 patientswill be enrded in the study at the UPMC. Half will
● nceive the-blood substitute and half will receive a saline solution. Patients
also will be given all current standardtreatments,

* The blood substitute, developed by Baxter Healthcare Corporation, is derived
dm human red blood cells. A specialized filtration and heating process
allows the finished product to be safe from viruses, The solution carries
oxygen and therefore has significant application potential in trauma
situations where large amounts of blood loss w result in a lack of oxygen to
vital tissues, It is easily stored in emergency departmentsand can be
immediately transfused in trauma patients.

For additional information about the University of Pittsburgh Medical
Center, please acoess its website at http://www.uptnc, edu,

/CONTACT: Frank Rd&swicz, email, raczk@Al JSD.UPMC.EDU,or Susan
Manko, 412-647-3555, or f=, 412-624-3184, both of UPMC/
11:03EDT
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T he Univcrsicyof PiusburghMedicalC en[er(U1’MC), Pittsburgh,Pa., isoneofabouc 40szres
nadonwide that have been asked to helpdetemine rhe effectiveness of a new trearment for

trauma victims with severe blood loss. The study involvesa patented,experimentalbloodsubstituw
that willbe givenTOadult patientswith Iife-threateninginjuries,The bloodsubsrirwe, developed
by BaxterHealrhcareCap., will be given for emergency memmcrtt along with standard therapy,
including blood. The blood substitute is derived from humsn red blood cells and is heated and
filsered co make it safe from viruses. Typi~ side efiecrs seen in other studies include temporary
increase in blood pressure, yellowing of the skin, and reddening of the urine.

TheU.S. Food and Drug .AdRsia&ratim (FDA) requires dw new drugsand therapies be tested
in human pacieamsMore approtd for marketing. Patients or their family members musr give their

consent before taking part in a research study. Recently, the FDA ruled that under strict circum-
stances unconsdous patients whose lives are in danger or for whom there is no one available to
consent may begivenexperimental treaunern when rhere is no proven altemarive rherapy.

In accordance with the revised FDA guidcw I.ZPMCresearchers would like to make this experi-
mental blood substitute awilable to unconsciou~ trauma paricnts who do not have a fimily member
available for consent. Pauen= m their families would bc notified as soon as possible about dw+r
inclusion in the reseachsss.ady.

The FDA requires pocenrial study sites to norifi the public for comment before rhe study may
proceed. Please address commerm to

Andrew Peitzrnan, MD or Dennis %ws.nson,MS
Department of Surgery, Room A-101O University of Pittsburgh
UPMC Inadturional Review Board
200 Lotkop St. 219 Nese-Barkan Building Annex
Pirrsburgh, PA 15213-25S2 3811 OHara %
or all (412) 648-9550 Pittsburgh PA 15213-3593

or call (412) 647-7644

UiWERSITYCfPITTSBURGH

MEDI#L CENTER

P7238YJ/RD7/97

.
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Information Summary for the City of Pittsburgh Commission on Human Relations

Study Title: The Efllcacy Trial of Diaspirin Cross-Linked Hemoglobin (DCLHbN)
in the Treatment of Severe Traumatic Hemorrhagic Shock

Overview

Physicians at the University of Pittsburgh Medical Center (UPMC) plan to take part in a
clinical research study of a modified human hemoglobin (blood) solution made by Baxter,
called “diaspirin cross-linked hemoglobin” @CLHb). The subjects in this study will be
victims of severe traumatic injury (for exarnpl~ a motor vehicle accident or a gunshot
wound) who are brought to the emergency room in shock with life-threatening blood 10SS.
All subjects entered into the study will receive all available standard treatments for their
injury. In additio~ half of the subjects will receive DCLHb through a ve~ and the other
half will receive a salt-water solution. The subjects will be carelidly monitored.
Independent experts will monitor safety throughout the study. At the end of the study, the
number of subjects in each group who sumive will be compared, to determine if DCLHb
saved lives.

Under a new regulation of the Department of Health and Human Services and the Food
and Drug Administration, this research may be done with an exception to the usual
procedure for obtaining a subject’s written consent to participate. The study physicians
and the University of Pittsburgh Institutional Review Board are seeking your questions
and comments, on behalf of the community, about this research,

DCLHb

To survive, the body’s vital organs and tissues must have a constant supply of oxygen.
Oxygen is breathed into the lungs, where it is transferred to small blood vessels.
Hemoglobin is the part of the blood that carries oxygen through the blood vessels to the
tissues. When life-threatening blood loss occurs, the body may have too little hemoglobin
to carry enough o~gen for survival. The usual treatment is to give fluids and blood that
has been donated and stored. However, stored blood loses some of its ability to carry
o~gen and may cause allergic reactions if it is not matched to the victim’s own blood
type. DCLHb is a modified hemoglobin solution made from human blood cells that have
been filtered and pasteurized. These processes add extra steps to make the solution safe
from viruses. DCLHb can carry more oxygen than stored blood and does not need to be
matched to the patient’s blood type. Just like stored blood, it must be given immediately to
replace lost hemoglobin when life-threatening blood loss has occurred.

DCLHb has been studied in patients for four years. These studies have included many
different types of patients, including those with trauma, shock, stroke, kidney failure,
critical illness, overwhelming infection, acute anemia, and major surgery. Over 700
patients have participated, of which more than 350 have received DCLHb. These studies

1
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have involved 26 hospitals or universities in the United States and eight other countries.
13&re DCLHb can be accepted as a standard treatment, however, its effectiveness must
be tested even more extensively in patients.

Study Subjects

The subjects in this study will be adult victims of severe traumatic injury who are brought
to the UPMC Trauma Center and have shock with life-threatening blood loss. With
standard available treatments (fluid therapy, blood transfusion, surgery), about 400/0of
victims with this degree of injury will die. Victims of any race, ethnic group, se~ refigio~
or I-W status will be equally eligible for the study. Only patients who are younger than 18
years, are pregnant, object to the use of blood pducts (Jehovah’s Whness), have severe
head injuries, or whose heart has stopped will be excluded from the study.

Study Procedures

Subjects in the study tiff receive afl standard treatments and procedures normally used to
treat severe injury and shock including fluid therapy, blood transfusion, and surgery if
necessary. In addition to these standard treatments, subjects will be randomly chosen (like
a coin toss) to also receive either DCLHb or a wlt water solution. The solution will be
given through a vein similar to the way in which blood is given.

During the study, the physicians will collect information from the patient through physical
examinations and kboratory tes@ inciuding urine samples and blood samples withdrawn
&cm a vein or an artery. These procedures are sirnikir to the usual tests done for a patient ●

in this severely ill condition.

The study team will also evaluate the patient’s vital signs (blood pressure, heart rate,
breathing rate, breathing effort) several times during the first 48 hours of the study. On
days 4,7,10, 14,21, and 28 afler the study starts, additional blood samples and vital sign
measurements wiU be taken. The patient’s participation in the study lasts for a total of 28
days.

Consent Procedure

Research on emergency treatments like DCLHb is difficult to do, because the treatments
must be given knmedlately, the subject is often unable to respond, the subject’s family may
not be avdable, or the subject’s identity maybe unknown. In the past, such research was
done without the subject’s consent. In 1993, however, all emergency research without
consent was stopped until a new federal regulation could be developed that would offer
more protection of subjects’ rights. Many experts in the fields of medicine and ethics were
involved in developing this regulation. fier a period of public commentary on the new
regulation, it became final in November 1996. The regulation states that under certain
circumstances new treatments may be tested in emergency situations before written
consent is obtained. It requires that (1) each subject may benefit by participating in the

2
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study, (2) the new treatment has the potential to save lives of fiture patients, (3) current
treatments for these patients are not very effective, and (4) the study could not be done
with the usual written consent procedure. The FDA determined that this study of DCLHb
meets these criteria.

As soon as an eligible subject for the study is identified in the emergency roou every
effort will be made to obtain the consent of the subject or a family member or legally
authorized representative before giving DCLHb. IL however, consent cannot be obtained
in the required time ilame for giving DCLHb, DCLHb (or salt water) will be started
before consent. As soon as possible, the subject or a ftily member or representative will
be notified about the study. If that person does not want the subject to remain in the study,
it will be stopped immediately.
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Newscast, July 10, 1997
Channel 4, WTAE TV
6 p.m. newscast

Introduction: A news anchor introduced the product “Well you’ve heard it before, a serious
short age at the blood bmk, only it seems to be getting worse, that’s the bad news. The good
news, a new blood substitute could one day ease the strain. Medical Editor Marilyn Brooks
reports.”

Scene switches to people giving blood at the Downtown Central Blood Bank

MarilynBrooks:“AtfiiNglancethingsseemnormal.People are giving, but a closer look reveals

it’s not enough. ”

Janis Nickleach Blood B.mk ‘We’ve been below normal operating level since Memorial Day
Holiday and we’ve not been able to rebound.”

Marilyn Brooks: “It takes 700 units to supply hospitals. The numbers fall far below. Blood is at a
premium in Pittsburgh :,nd the nation.”

JwisNickleach“Oldergenerationsarebecomingincreasinglyunabletodonateandtheyounger
generationsaren’tpickilg up the slack.”

MarilynBrooks:“Thatc[wkfeventuallyhurtpatientslike42yearoldGreggHnat,aheadon
collisionMay 28,rippedopenhisliver and main aorta. Surgery and 44 units of blood saved him.”

Scene switches to the bedsideofGreggHnat

Gregg Hnat, Trauma P:.tient: “Meres a lot, very much, I can’t wait to give some.”

Marilyn Brooks: “It litlr.dly saved your life.”

Gregg Hnat: “It really did. I’m very lucky to be here.”

Marilyn Brooks: “He w~uldn’t be here without blc}odand that makes the constant shortage a
major concern. But help may be just around the corner within the next month or two. Doctors
and Trauma Units acrow the nation are going to be testing a new blood substitute on trauma
patients with severe blood loss. It’s called Diaspirin Crosslinked Hemoglobin and it has one job,
that is, to save the lives of people who could otherwise die from massive blood loss.”

Scene switches to a microscopic photo of blood

Marilyn continues: “Di@rin is actually purified hemoglobin, the protein in red blood cells that
carry oxygen. Its less \ olume and research shows that it might actually be better for trauma
pat ients rather than the large volumes of whole blood they traditionally received.”

—=._
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Scene switches to inter~icw

Dr.Fred I%chelroad, J],, Allegheny General Hospital: “This product allows us to give a small
volume of a cmedicatio]]’really, that carries oxygen equivalent to a large volume of blood. ”

Dr. Donald Yealy, Uni\ ersity of Pittsburgh Medical Center: “I don’t think it will be a monumental
change in trauma care, Ixtt I think it’11be the first step in helping to correct a problem that right
now we only have one intervention, and that’s the precious product of blood.”

Scene switches to a nev,w’oorn

Marilyn Brooks: “Near$ 150,000 people die every year from trauma injuries -- how many more
suffer from prolonged illness. This advancement COUM make a difference under the new FDA
consent requirements, however, Doctors can only use the blood substitute with community
consent and they’re working tm rhtit. Meanwhile, the bld bank needs what we all can give and
a lot of patients will be wry, very, grateful if we can give it.”
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July 11.1997

Ms. Jean E. Vary
HSPO, Institutional Review Board
Room 6509
The Milton S. Hershey Medical Center
Hershey, PA 17033

RE: The Hemassist protocol Community Consultation

.—-. Dear Jean,

The first community consultation regarding the exception to inform consent for the hemassist ●

protocol was held on July 5, 1997. The participants in this community consultation included Mr.
& Mrs. David Richardson of Susquehanna Township, Harrisburg, Mr. & Mrs. Stewart
Rutherford of Susquehanna Township, Harrisburg, Mr. & lMrs. David Werner of Eagles Mere,
PA Mrs. Diane Spahr of Danvil!e, PA, Mr. & Mrs. Daniel Hrabko of Eagles Mere, PA and lMr.
Thomas Shannon, PhD., Professors of Ethics of Worcester Polytechnic Institute, Worcester, MA.

The protocol was presented to the group who represent communities including rural
Pennsylvania, middle class central Pennsylvania, and bio-ethics. The product was discussed, the
principals of the protocol were discussed with the group and the exception to informed consent
\vas discussed at length as it would relate to the members of the group as well as their families
and or their clildren if applicable.

The members of the group were unanimous in support of the protocol and for a product that
would be of minimal risk and potentially life saving would support the exception to informed
consent.

No major objections to the protocol or to the informed consent were placed.

[n further related matters regarding the public information aspects of this protocol, letters to the
_—_ Editor of the Harrisburg Patriot news and the Lebanon newspaper have been sent. An article has

appeared in the Lancaster Intell igencer Journal. The protocol has been reviewed on WITF radio
ne\vs. It has also
also appeared on

appeared on a program tailed “Heart of the Matter”’airing nationally. [t has
AMA radio news as of July 8, 1997. The protocol has also been presented

\ll 1(111:!{opplllllllll\ [ !)l!.,1.llk



Page 2
Ms. Jean E. Var-y—_——
RE: The HemassistprotocolCommunityConsultation

twice on WGAL-TV 8 news from Lancaster, not on the basis of our Center but from the Lehigh
Valley Hospital which is also a participating Center in the multi-institutional trial.

The Community Consultation groups and public information appears to be progressing
satisfactorily.

We stillneed to develop Community groups including the African-American and Hispanic
populations of our area.

Please file this report with the protocol as a measure of our compliance with the Community
Consultation and Public Information Program.

Sincerely.

[

J tanley Sr%i[h.Jr.. hfD. FACS, FCCM
P ofessOr of Surgery
Chief, Section of TraumaLCritica! Care Surgery

.=

JSSAmk
jcantzry_hemassist

cc: Office file on %3mssist Protod
C&nTrials and/’orBaxter HeaIth Care
Maggie Shumate
Ylarsha Langan
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July 17, 1997

Rev. A. Ronald Stiscia
1852 Market Street
Harrisburg, PA

).50Dear Rev. St” cia: @

Thank you for agreeing to participate as part of our community consultation program for the
upcoming HemAssist cliiical trial.

-

Enclosed you will find several documents related to this trial including a transcript of a radto
broadcast that I did for a national radio network show, “The Heart of the Matter”. This shoufd
help to explain what this product is and what we are attempting to learn from this study. Also
enclosed is a copy of our consent form for those people who will be able to give us consent
directly for the study, as well as consent forms for family and the notification of the patient that
they participated in such a study.

Please understand that this is a new form of therapy and that the blood substitute wi[l be used for
only the most severe[y injured patients whose life is threatened and who have a poor chance of
survival. This drug will be given in addition to all of the best current standard therapy that we
can offer a pa~ientthat is this severely injured.

We are very concerned about the welfare of these patients and do not wish to usurp the rights of
patients to determine their treatment. However, we also recognize that it is often not possible to
obtain consent in life threatening situations and many times these people come to us without
information so that we can contact their fmilies in a rapid manner.

If this product is to be of use for the fiture, this is the group of patients who are going to have the
best chance to benefit from it. Unfortunately, this is also the group of patients who currently
have a 40 percent chance of dying from their initial injuries. If we are to improve the care of
these patients and increase the survival rate, we must be able to test new products on those

_—_ populations that will be most in need of these new products. Our goal is to protect human rights

and at the same time be able to facilitate study into these acute, life threatening conditions.
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Rev. A. Ronald StkcLi
July 17, 1997

So far this product has been tested in both animal studies and human studies using both normal
human volunteers as well as bleeding patients. The product thus far appears to be safe and non-
toxic and now needs to be evaluated for its effectiveness.

I would ask that you would read these pages involving the protocol summary and the transcript
of the mdiio program and the ‘consent forms and, if you have questions or comments regarding
any of these forms please note them on the particular form and return them to me.

Iwould also be happy to answer any questions regarding the study or these forms. I can be

reached at 531-4404 during normal daytime hours. Please do not hesitate to call if you have
questions.

I am extremelyappreciativeof your time and help in this matter.

Sincerely,

7“

9’6< ~~’

J Stanley Sm” , Jr., M D,FACS, FCCM
_.—_ Professor o Surgery

Chief, Section of Trw.mla/Critical Care Surgery
The Milton S. Hershey Medical Center
Pem State/Geisinger Health System

JSS/kmk
ARonaldStisci WemAssist7 I ?97
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Mr. Sam Sherrori
4119 Fawn Dri\-e
Harrisburg, PA 17112

Dear lMr.Sherron:

Thank you foragreeing to participate as part of our community consultation program for the
upcoming HemAssist clinical trial._=_-—

Enclosed you will find several documents related to this trial including a transcript of a radio
broadcast that I did for a national radio network show, “The Heart of the Matter”. This should
help to explain what this product is and what we are attempting to learn from this study, Also
enclosed is a copy of our consent form for those people who will be able to give us consent
directly for the study, as well as consent forms for family and the notification of the patient that
they participated in such a study.

Please understandthatthis is a new form of therapy and that the blood substitute will be used for
only the most severely injured patients whose life is threatened and who have a poor chance of
survival, This drug will be given in addition to all of the best current standard therapy that we
can offer a patient that is this severely injured.

We are very concerned about the welfare of these patients and do not wish to usurp the rights of
patients to determine their treatment. However, we also recognize that it is often not possible to
obtain consent in life threatening situations and many times these people come to us without
information so that we can contact their families in a rapid manner.

If this product is to be of use for the fbture, this is the group of patients who are going to have the
best chance to benefit from it. Unfortunately, this is also the group of patients who currently
have a 40 percent chance of dying from their initial injuries. If we are to improve the care of
these patients and increase the survival rate, we must be able to test new products on those

_——._ populations that \vill be most in need of these new products. Our goal is to protect human rights
and at the same time be abie to facilitate study into these acute, life threatening conditions.
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Sam Sherron
July 17, 1997

So far this product has been tested in both animal studies and human studies using both normal
human volunteers as well as bleeding patients. The product thus far appears to be safe and non-
toxic and now needs [o bc cvalualccl for its cfl’cctivcness.

I would ask
of the radio
any of these

that you would read these pages involving the protocol summary and the transcript
program and the consent forms and. if you have questions or comments regarding
forms please note them on the particular form and return them to me.

I would also be happy to answer any questions regarding the study or these forms. I can be
reached at 531-4404 during normal daytime hours. Please do not hesitate to call if you have
questions.

1am extremely appreciative of your time and help inthismatter.

Sincerely,

J Stanley Smib Jr.. MD, FACS, FCCM
—=-.—=_— Profmsor of Surgery

Chie~ Section of TxamnmGiticaI Care Surgery
The MiIton S. Hershey Medical Center
Penn Statei’Geisinger Health System

JSSlkmk
smnsherron[+cmAssistT1797
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CLINICAL INVESTIGATION COMMInEE [IRB] - PENNSTATECOLLEGEOF MEDICINE

Human Investigation Abstract Form (must be &p@

Abbreviated Title (mm. 2 lines of 80 characters each)

‘:=

+e.~.a~sl~: as ~a adj~~?.cl in the trsatmer. t of 55’7%:%

—

—.__—

principal Investigator J Stanley Smith MD Dep’t.,@iv: Trauma S~gery
Study abstract. Summarke the study succincdy, usinr these headings: (I} Rationaie,C) Key Objectives, {3,)stuG$

Popuka{ion [including controls], (~) Major Inclusion and Excksion Cri;eria {5) .Wxxuion to Groups {ifany). (4
Procedures, (7) .Ll~jor Risks & Discomforts. and (8; Co&Menria@ [ na’erke swera! kevwords. Cse onJ one pa~e.

Rationale: Despite optimal cutmnt trauma care, death rates remain high (40’%0)from severe
hemorrhagic shock (Class 3 or ~) ~vhere30-500/0of the blood volume is lost. Diaspinn Cross-linked
+Iemoglobin solution (DCLHb or Hemassist) is a novel pasteurized human hemoglobin in buffered
electrolyte solution with properties to restore blood volume, increase perfusion, carry oxygen, and
ncrease blood pressure when given intravenously foliowing hemorrhage.
Objective: Use DCLHb solution as a suppkment to the best current standard resuscitation therapy

:0 determine efilcacy in reducing monali~ and morbidity from severe traumatic hemorrhagic shock,
sincetheDC LHb k suspendedinabalancedelectrolytesolution.anequivalentvohuneofnormal
salinewillbe u~=das a VIYIWK and procecktraf controi. Since the test article is colored red. the
:reating team \vill not be blinded, but the analysis team will be blinded. All current standard trauma
:herapy will be provided to the patient including fluids, blood and surgery regardless of treatment
group. Besides the W infusion of DCLHb, the only additional patient procedures for the research
ue blood draws.
Study Population: This is a multicenter trial attempting to emoll 850 patients from 40 trauma
centers. Our goal would be 24 patients locally over a 12 month period. The randomization is 1:1
DCLHb vs. Saline. Randomization is by envelope draw at time of enrollment.
[nclusion criteria: Patients \8 years ofd or greater with signsofseverehemorrhage plus one of
the fo[lowing appem”ng widxin 60 minutesoftraumacenterarrival:

1.BP <90 with heart rate> 120
2. BP <90 with HR <60 in premorbid rhythm
3. Base deficit >15.

Exclusion Criteria: Minors, pregnantwomen, isolated head trauma. severe head injury with
evidence of mass effect or hemiation, shock due to spinal cord injury, pulseless arrest while in
hospital, imminent death precluding resuscitative efTorts,known objection to use of blood or blood
products. hospitalization of> 60 minutes before ird%sionor more than 4 hours since accident.
Procedures: Once infusion criteria are met. the randomization envelope is opened to reveal
DCLHb or saline and infusion of 500 cc. test solution via a dedicated IV line must be accomplished
within 30 minutes. If the patient is still in shock at the end of infhsion, another 250 cc. is infused.
If the patient remians in shock, this may be repeated once more for a maximum of 1000cc. test
solution dose. Meanwhile and subsequently, all standard trauma care is provided including fluids,
drugs, blood, and surgery.
Efficacy endpoints: Between group analysis of 28 day all cause mortality. organ dysfimction,
blood utilization. hospital lengths of stay. ventilator days and cost.
Consent: Thisstudymeets the FD.A requirements for \Vaiver or Exception to informed consent.
Confidentiali~:. The usual confidentiality applicable to medical records applies. (see attached)

-..
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Protocol
Date :

CONSENT FOR CLINICAL RESEARCH S-llJDY

The Milton S. Hershey Medical Center
The Pennsylvania State University

College of Medicine

Title of Proiect: The EKIcacy Trial of Diaspti Cross-Linked Hen@obia (DCIXb) in the
Treatment of Severe Traumatic Hemorrhagic Shock (THS 95. 1)

(Iher lnvestimom: Robert Cooney, M.D., Peter Muchz M. D.,Kyrn %lness, J[.D., Gordon
Kauffinan, M.D.. Robert Center, M.D. Walter Koltun. M. D.,Jemy C&nn. M.D., Margaret Shan~
R.N.. Marcia Langan, R.N., Jam Mulac, R.N.. Silvia Gosik, LPN-, Grant Bochicchio, M.D..
Marcelo DaSilvz M.D., Sandralee B[osser, M.D.. Sara Semite, KN.

This patient information and consent form isfor use irra research study that involves patients in
need of emergency therapy who db or do not have, because of their medics! conditioii, the legal
ability or cupbi!i~ & cwasetrt M their participation. When the pafi”entcannot legah’yconsent to

. participate, their repres-tive show!d read theform knowing the pronouns “1” and “me” refer
to the putient for whom they are signing.

This isto cenifi that 1, _, have been given the following
information wirJ respect to my participation (or &-eparticipation of ~atient’s
name], whose relationship to me is ~ as a volunteer in a program of
investigation under the supervision of Dr. J Stanley Smith. Throughout the remainder of this
consent form, dm terms “I”,” me”, or “my” will refer only to the patientj.

1. Puroose of the Studv: I am being asked to take part in this research study because I have a Me-
th.reatening injury causing severe blood 10SSand shock that requires immediate therapy. Different
intravenous sohnions (liquids) are available to treat blood loss and shock. This reseach study
involves an investigational solution, called diaspirin cross-hked hemoglobin (DCLHB,
“Hern.Assist”) used to treat patients suffering from severe traumatic blo~d loss shock. This solution
is not yet approved by the U.S. Food and Drug Administration (FDA) and w-illnot be approved
until certain tests show the solution is safe (will not harm me) and effective {has good results). This
study will ansver these questions. Approximately 850 patients will take part in this study at 40
hospitals. Approximately 20 patients will take pat at this hospital.

The purpse of this research is to determine how well this new hemoglobin solution treats or
prevents the harmfid effects of blood loss due to severe injury which include shock. severe illness,
organ failure. or death. The standard (usual) treatment for severe traumatic shock due to blood loss
includes giving intravenous fluids, includhg blood, rapidly through a win pius medications and
surgery, as needed. The research will give as an acldition to the usual treatment 500 mls ( 1 pint) to..+=+.
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Date :

Blood (1 teaspoonfi.d to a tablespoonful) will be collected for laboratory tests as previously
indicated before receiving any study solution and at the end of the infhsion. One tablespoonful of
blood will also be collected for laboratory tests at the following times: 2,6, 12,24,48 hours; and 4,
7, 10, 14,21,28 days after the “fiion.

lf 1am a woman of child-bearing potential, 1agree to have a pregnancy test done before study drug
administration to establish that I ~ not pregnant.

5. Discomforts and RI.sk$: AS with any treatment. it is possible that HemAssist could cause
reactions or discomforts. These were seen in previously completed animal antior human stuck,

or seen in studies using other hemoglobin solutions (sohtions similar to Herm%sist). Possible
reactions that may occur from infusion with Henu&r5ist are

●

●

●

●

●

☛

●

●

✎✿�✿
e

●

●

●

stomach pain or cmmps(gas or a bloated feeling) or constipation
nausea or vomiting shortly afier infusions (temporary)
allergic reactions such as chills. elevated temperature, or skin rash
general weakness or discomfofi headache, back pain, or muscle aches (temporary)
temporary rise of blood pressure that may require treatment
temporary jaundice (yel!ow skin) caused by breakdown of the hemoglobin
a red discoloration iii urine caused by passage of the hemoglobin
abnormal kidney fhnetion
temporary elevation (*J of certain laboratog test results; for example proteins and
enzymes that could indicate darnage to organs such as the pancreas or liver or to muscles
temporary inability to do certain laboratory tests accurately due to intert%rence by the
hemoglobin
a temporary increase in the timeittakesfor blood to clot
small areas of damage in heart muscle, liver, or kidneys) (only seen in some laboratory
animals thus far; blood testing in humans has not previously shown this type of
damage)

Because HemAssist is an investigational solution and the effects in pregnancy have not been
determined, risks to my unborn baby are unknown at this time. If I am a woman of child bearing
potential, I will be tested for pregnancy and must be found negative to be included in the study.

--

The risks associated with drawing blood horn my arm include pain. bruising, lightheadedness, and
occasionally, infection. These risks are usually small. Some blood drawing will be done through
already-existing catheters (tubes) left in the blood vein. This greatly reduces the painfhl part of
repeated blood drawing. hsertion of a catheter (tube) into a blood vein or artery is part of the usual
care of a critically injured patient.

Besides the risks and side effects described, additional risks are not currently known. If additional
side effects are discovered, the sponsor (Baxter Heahhcare) will noti~ my doctor. All new findings
developed during the study will be provided to me as they become available.

Page 3 of6
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[ understand that in the event of physical injury resulting from research neither financial
compensation nor free medical &eatment is provided for such physical injury by the University.

10. VoluntarvParticit)atio~: My pzuticipation in this study is voluntary. 1 further understand that
I may withdraw horn this study at any time. My withdrawal born this study or my refusal to
participate will in no way affect my care or access to medical semices.

My participation could be terminated by my doctor or by the sponsor, Baxter Heakhcare, without
my consent if they feel it is in my best interest to do so. This may happen if I experience a bad side
effect.

For my own safety, if 1 decide not to continue in this study for any reaso~ [ should contact my
study doctor to let hidher know. My study doctor may ask me to Rtum to the clim’cfor a follow-
up evaluation and to ask questions about any reactions [ may have had since receiving the smdy
drug.

During the study 1will be made aware of any siwg.ificantnew findings pertaining to the use of study
medication that may effect my decision to remain “mthis study.

This is to certify that 1, or the person signing below, consents to and gives permission for my
participation in this program of investigation. I understand that f will receive a signed copy of this

_—-
consmt form. The undersi.aed have read this form, and underst.d the content of this consent
form.

Volunteer’s Signature Date
—.

or Volunteer’s Representative Date

--

1, the undersi-med, have defined and explained the studies involved to the above volunteer.

investigator’s Signature Date

page 5 of 6
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Consent to Continue DRAFT

I am the patient. fami[y member orlegallyauthorizedrepresentative

ot- [am awarethat[,my familymember,orpersonwho 1rtpresent

hasbeen enrolled in the DCLHb trauma clinical trial. I have receivFd the fom-tal informed

consent and have had a chance to consider the fact that prmicipation in the clinical trial has

a!r-wiv taken place, and that further panicipation is completely voluntary. [ understand that if

[we decline to participate further, that it will not in arty w-ayinfluence che t’urdwwcare :!I.01is

required in order to recover from the illness sustained as a resu[t of (he ini:iai injuries or chc

jtibit~,u~n[ care.

1 do 110[ cor~en[ to conrkue participation in this c!inicai trial.

Clinical [n’.es[igator

Legal[~Authorized Representxive (Circle appropriate)

Print Yame Date

If family member, indicate relationship

_ ,.—. . .. --—
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THS Protocol Overview page 2 of 2 -

I am sorry that this process is abbreviated, but it is necessary to rapidly determine your

preferences for your family member or person you represent, so that I may return to

care for the patient. Once the situation has been stabilized, we can further discuss this

protocol and review the full informed consent. that I am now providing to you.

Pick One (Family Member~Legal Representative)

I consent to the patient’s participation in this clinical trial, I do not Objkci to

the use of DCLHb.

I do not consent the patient’s participation in this c!inical trial.

Investiaatcw

.— —. ——.— —. .. . . .—..._-
Print Date

Signature Date

Famiiv Member/Leaal Representative

PrintiRelationship Date -

signature Date

lntemreter

Print Date -

.-.

Sqnature Date
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‘) )’ :11“HI!! I!EART t/IU TIIE MA 7“1’ER“
IIspecialprqywn of IIIC Ndiad IWcrgc?ncyMedicineAssocititim (NllMA)

—— — ——.— —. —-..

Week: 580.7

Guest: J. Stiinley Smith, Chief of Trauma Svcs, Penn Sti]k I krshey Trauma Ctr.

Topic: New blood supplement will save lives

Host/ Producer: Steve Gird -

N13MA:Most people aren’t liuniliiir with the concept of blood supplements, but they iirc vmy important to those of us who are injunxi in auto
accidents or victims of violent crime. A new product is being tested around the country which seems to be fitr beyond blood supplements we’ve
had...wd hereto talk with us about it today is the ChicfofTrauma Services at Pcnn Slilte’s I Icrsky Medical Center, Dr. J. Stanley Smith...

SMl”lll: There’s been an altcmpt over [he past twenty years ever since Vietnam war 10 {ry w rcpkacc in some wiiy the use of whole blood or at
least blood that has to be donated by people, so that in the military setting !hat th~re is :Wal~ilily LObe able 10skwc things iind not have to worry
iihout tlw dating and the storage and some of the other problems YOU have JllS~ WIIh the stored blood ilsclK So (here’sbeenan ongoing research
effort ever since ti~at time to develop essential y an arti iicial blood. Well, there hiisn’t been any real m-[iIiciid Mood that has come itl~ng. ‘Ihere
arc a number of di fferen( solutions that have come OUl of this research effort and they go into two main calcgorie.s. The Iirst is a, bemogiobin
type so)ution and the second is a proflourocmhn. “llw object Of both c)( these SOIU1ions is tilcy’rc looking for a chemical tbiit will ci]~ry oxygen
like blood does. And the perflourocarbons and so On have not reail y worked to repliwe the blood. ‘I%c hemoglobin solutions have been a 1ittlc
bit better, but even they cannot replace biood COmph!lciy...SO it sciii remains as ii biomi SLIpplcIIIenl, I1OI a bid t’eplacement or lJkWJLl

substitute.

NEMA: i’coplc in a“;rauma silualiun arc ill a bid way... (~11NIC IWW SUCiIi! bi(d SUppiCIIWIIIhclps hXN, iIIKidoctors .

SM1”I’H: Yea these people arc in dire straits, they’re Idccding, Ihcy’re in silock, lhcir blood ilressure is low, [Iwir Iwart rates are (i]st iltl~i liwy
have about a 40 ‘%0 chance of dying. Just from the types of injuries we’re looking at Ihr this type study wc need to be able to give thcm
something [o rcphwc their blood v[}hmle ~uILito be ilblc to restore their bl~d pr~sllrc illl~l tilis offers IIS at~ opportunity to do thitt. Currcnl]y
what we’re using is a saltwiiter [ypc solution. Unl”ortunalely wc hwe toI.JIWbiick dwcc I inws its mud of the sahwo(er as tiic biood the person
hits lost. So this amounts to a Ircmcndous qnount of fluid. We”rclooking for a solution thnt ~i~nhave tile siln}~ properties as restoring the blood
pressure iind restoring ~he blood volume WIII1OLI1Iliiving w give so nwll fluid L~i~~h.OIWiOUsl y the only thing to really rcpimx biood is blood,
and wc try not to over-utiiizc biood tllld 011the otiwr Ilan(l \vc try ll~~tto under-uli Iix blood bC’~ilUsCits:1 Iii idy s~ilrccrcsmirw right lwiv. SO
thiit we’re looking for sonwtlling ll~illcan hclp m prcscrv~l~100dSl:ppiiesin tlwsc Situatitmswlwrc peopk iwd Iniiily Lii]its 01”blood replaced,
and at the siinle lime be able 10 give cnougll blood [hilt wc citi~gel these people to survive.

I 01”4

NEMA: You mentioned using a sitlinc sollltion. Wililt llilpl~ns to it OnCCii gets in Iiw l~iood(?Pe@c llli~y not Ilndcrsliiid the process. What
hiippens [o IIIC siiliiw’? Whm doei it W? AiNl YOUwnhiicd ill~o~ltproducing a lot 01”lluid...l Illciiil where Aws tliiit go in the body iilld how is
thiit I]ili}dld’?

.
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(.h.ws[: Dr. J. SIimley Smith, Cl~ief~J1.’l’raLll~laSvCs./l’~nnS1.1lmshey Med. Cw.

Topic: Blood supplement test

host/Producer: Steve Gird

NMvlA: Newly M good x real blood...coming Lip...

SPOT: IVIMIA...thc IVutkwol Etttergmcy Medicine A.ssociutit)tt...figltts our worst lwdth enemies - heurt diwuw, stroke, trumnu. CUII
$00-332-6362.

,,,,
NEMA: In ~ils~s of severe hitutnit, blood supplements are t!sed ill place Of whole bhNxl...to miiinlith blood volume iid pressure. A new
SUpplUWllt Cillld hfNlitSSiSt is being W(WI iJt40 lrilllll]il cen[crs... and il carries some Il)illkd di fl”erencesfrom its 1>1.cdeccssors....likcsaline ..

SMITl 1: Ibis solu(ion iilso would s[ay in the bloo{i slrcam !iw SWIW aS regular blood. Ii doesn’1 leak like the sii~liviit~r solution and therefore we
don’t have to give as much of it...

SM1’i’l 1: ‘Ilis IXIS it property, IIUInbLY one, of~iirryilig OXygUIIwhkh is hlp(~rtiii]t... 10 gel oxygm to lhc pcriplwrul Iissties of(he cells...wd il

iilso seems IO work on its own to help increi]x blood pressure more so than just giving d]c volume hick.

N EMA: And helping a piifient’s oxygen’ and blood pressure levels during (he first hour ofemcrgency [realmen[ goes n long way toward saving
his Ii Ii. The study will follow those pill iClltS for a )Wilr idier their treatment. I’m Steve Girard

Send mtiil to inf@nmatdh.org with questions or comments iibolit this web site.
Copyright 01997 National Emergency Medicine Assoc., Inc.
t.iist modified: Mi\y 15, 1997

,. ,+.



““ ,

“VIE 111:/1R7’ OFWE MA TTER “
a specialprogf%mof theNtili~n4 Emergency Medicine Association (NllMA)

,.,,, !.,, ,, s! ,,, ,, G,,,.,,,*,,,,,,. ~, b,, j.:,, n,, #ov., , ,,, ,,,

I

Return to Topic List

week: 580.4

GuesI: Dr. J. Sumley Smith, Chief of Trauma Svcs. Ilerslwy Med. Clr. PA

Topic: The search for substitute blood

Hosl/Producer: Sieve Gird

NEMA: The search for substitute blood.., coming up...

SPOT: For IS yeutx, the Nutiomd k’mt!rgency Mediciw Associutiw Iuts worked uguiu.ft stroke, heurt di.seuseuml truunlu. Joi~l the effort,
cull 800-332-6362.

NlNvl A:llesei~r~hershave been trying to come up with a liquid hat has the properties of blood... tor use in mil iliwy seltings and in our trauma
centers. Dr. J. Stanley Smilh is trauma chief for Ihe Penn !$(ilte I hxshey Medical Cen[cr...

SMI’1’I1:‘I’hcrcfl;sbeen WI attempt, ever since. lhc Victmun \viiI”,k) WYto replace in SO1lWway IIW usc of whole blood, so that in the miii[ury
setting there is an ability to be tible to store things, and not h:tve to worry about the Ming und the slorage id some of Ihe other problems you
hnve just with the s(ored blood itself.

N!WIA: !Ir. Smith says the solutions that have lxxx crea[ed i~r~in two categories... hemoglobin and p~rllOllrt}Citrl>OllS...

NEMA: IIUI there is a new product being tested by Dr. Smith at Hershey and al 39 other trauma centers mound Ihe country, which is closer to
the bill than ever before. More on 1Iemassist and its effects next time. l’m Steve Gird aI ‘he Ileart o! the Miitkr.

.,
w

of I

.%ncl mud k) il}to@nel\~aheallll.org with questions or comments abou( lhis web site.
Copyrighl O 1997 National Emergency Medicine Assoc., Inc.
1.ast modiiied: May 15, 1997
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Editor
Palriot Nc’.vs
PO Box 2265
Harrisburg. ?,-\ !7;05

Dear Editor:

The Ilcrshcyk!edical Center will be among forty major TraumaCentersacrossthe coun[ry that will be
evaluating a neiv trca[mcnt for critically injured patients \vItll severe blood loss. The treatme:]t invclves
administering an i:lvestigaticmalblood product to those severely injured patients who face a major risk of
clying dcsp!tc :~:c best mcdicnl care. Baxter Hca![h Care incorporated has de’ie!oped t!:cproduct
I)iaspirin Ci~5~-!i::!<~d}lclil~~!obin (DCLI{b) which is being tested during the emergency treatment of
these seve:eiy i::jurcd patients in shock.. The “trial tv!~ich is whorized by the US Food and DnJg
Adminis!rc[ict! quircs public notice bccnusc it will occur under e:ncrgcucy conditions that m~y require
w ‘-exccptiw [r.;m informed consent”, This Iettcr \vill attempt to briefly describe th,e trial and ask for
public cornmeu:.

T!le trial is bcil~g performed bccwse these seriously injured patientsfrequently wrivc at the hospitalin
shock Jvithsig~itktnt blood loss and have as !Iigh as a 40% chance of death. Previous studies perfcrmed

in patients scgg:st that this ncw solution may irnprovc the chance of survival for these \fictims. The
product has ;!:e greatest cilctice of improving survival and reducing complications when it is given
imrnedi~te!yA:: ~hebeginnii]g of shock and bleeding.

DCLH!Jis a purified hemoglobin preparation made from human blood that has become outdated in blood
banks al:d no lcmgerusable for transfusion. Hemoglobin is the red protein in the blood that carries
oxygen. T!lis su!::[iw is tllterct.1and pasteurized to reduce the risk of any infection. DCL1-lbhelps to
restore blood ~rcssure. incrcasc blood flow to vital organs, and cm-y oxygen to cel!s rind tissues much
like regular bleed. Blood typing is not required and the product cm be stored for prolonged periods i:~

(he Emergency Dep~rtn~ent. so that it can be given immediately dlcr a patient’s arrival saving time in—
dlc stabilization of a [rauma patient.

,\lI I“,I!121(~:q,,,i:itliil! I“t]iic:.!lf



i.2CLl!b L!ocs110[r+occ the ncc~!fm h!md [KUWrLISi@tl,~N1~is ndmillisiere~ in a~~ition to regular blood.
(RCC:I(ISC it is o l~!i)(d pr~di[~[. i! is 1101suihblc [L)lIC:ltpoticnts whose religious beliefs forbid blood___-.
[ra:wrusi(uw.) II!!Ilis p:lrticu!nrstttdy. p:l[icnts l~ili gcl ail IIlc c[:rrc(tt ~lcst ~~fStmdnrdtllcrnpy for their
i[lj[lrics i[]cliidillgIIIINXI,oil]cr Iluids :IIId surycry. [Io\vcvcr. IIIC[X’LI lb InayI reduce tlIc nunlbcr of b[ood
Uwlsfusions ncwicd 10 lrcat :!Icsc illjurcclp;lticllts.

1X1.1 !1111:1shum vs[cnsivc!y ,sludicdill IIIiWC[!1:111700 p:lli~lils(~vcrlllc ixlst liwr yc:]rs. Tllcrc Imvcbccu
I:U d:ul:crous side ctlkc[s or [lie so[u[io[l A patients thm have rcccivcd the solution may cxpcricnce

‘ d k) llle nlctaho!ism of the protein n-: well as tenlporarySOIn C l~ar:nlcss }Cllo!viny of t!w skin rc!;ttc

rcdc!cniug nf ihc tlriim d\Ic [0 cxcrcli(w ()( IIICprokill ill :IICurillc. To further ensure patient safety, dlis
nn~i(lunl s{udy Iv[[[ k tllimi!(wu I h> n pil!i~l oritl~!cpcmlculexperts willl uu rclolionship M lhc compaIIy

~lr 10 any (It” ;Iw s[udv CC:IIC:S,

The lle\\Cj[ port of illis pwtic::!;lr study i:l~,olvcs an “c.xccption from informed consent in an emergency
Siit!:lt:oll-. ~c~~tl~~il]c:;~sc~.cr~!} iujuml p~[icntsxcoficn so b~dly injured, they ma,y nctbe able to
{Jivet[lcirt~\v;lC~J:lScIItICIparticipate ill SUCII a study Ixit arc still in critical uecd of immediate treatmel~t.-.
C)f[en[imcs. CVCIIfumilics cannot Ix rcoc!lu! imnlcdio[cly zftcr such injuries occur in order to give
coIIscnt fcr[];cirhmily member. Bccausc!hcsc injuries are life dweateningand the need to trcatthenr is
so critical ml cmcr:cnt. the US Food and Drug Ad]ninis:ratiolt has granted this particular study an
‘-cxccptionfrol~l itlforil~cdcorlscl]f`pro~/i(!cdtllat[llc stLidycellters follow carcful guidelitles. Tl~eFDtl
has carefully cva!uated the DCLIlb solution aIxl dctcrnlined tl]at the potential benefits greatly outweigh
tile risks of participating ill the trial.

As an institution, we will m.ke every r.ttcmpt to obtain cot}sent from patients. their legal representatives
or falllily bcforea[ly DCLl[bisgivcIl,a [~dallp aticl~tsaI1d family members will becomplctely informed

—— Ortllcir p.lrticip;l:iorl::s S(XW:1spossihlc. ALall (ildcs. (IK2p;llicl]ls or {heir rcprcstmtntivcs may dcclinc
fur[hcr par(icipotioli ii] (Iws[uc!y.Iherc orc 110kIlown risks to p:tticnts who dccidc not LOcontinue in the
study.

W’e at t!le University Hospital TraumaCtw[er arc excited about the potential that products such as
DCLHb may Imve to noi on!y save lives but also to extend f!le useful life of a very scsrce resource;
lli]il~~il b!oocl.This product is aIl c~~i~lplc of lIo\v i[~uovatiunso{ld treatment can expand tile safety net
cl-idprovide IIC*Wthcmpies fcr victims of severe injuries.

We would we!ccme my public comment regarding this study, both positive and negative. Coinments can
be addressed Lo:

IX. J Stanley Smith
Chief, Trauma Services
The Milton S. Hershey Medical Center
PO Box 850, Room C4S04
Hershey, PA 17033

Sin erely.

_ pt
~~

,?

( 1 .P.

J Stanley Sml I, Jr., MD, FACS, FCCM
_. ssociate Professor of Surgery

Chief, Section of Trwm:tiCritical Care Surgery

JSSlc:a

,.. .
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Editor
Lebanon Daily \m\s
‘7I8 ?op12rS~rcet
Lebanon, PA 17042

—
Dear Editor:

The Hershey Medic~lCenter will be among forty major Trauma Centers across the country that will be
e~alwttin: a new treatment fcvcritically injured patients tvith severe blood !OSS.The treatmcn: involves
administering an invcstigatiomd blood product to those severely injured patients who face a major risk of
dying despite Lhe best mcc!ical cm. Baxter Ilexlth Care [incorporated has devc!oped the product

~lcmoglubin (DCLl{b) which is being [es[cd during the emergency treatment ofDiaspirin Cross-!inkd i

t[vese severely iIIjurcd pi~[iei~[s in shock.. The trial tvhic!I is aud!orized by the US Food m.! Dq

Adminisiratiou requires public notice because it \vill occur tmdcr emergency conditions that may require
an ‘exception f’rau iltformcd COIUCilt.’. ‘Ink letter will attempt to briefly describe the trial and ask for
public commc:]r.

The trial is being performed because these seriously injured patients frequently arrive at the hospital in
shock wid~significant blood loss and have as high asa 40°/0chanceof death.Previousstudiesperformed
in patients suggcs; that this ncw solution may improve the c!umce of suwiva! for these victims. The
prociuct IuI.Stllc grcmcst CllOilCC of in;provi[lg survival aud reducing complicationswhen itisgiven
iii~medinteiyak thebeginningofshockandbleeding,

DCLHb is a purified hemoglobin preparation made from human blood that has become outdated in blood

banks rind no longer usable for transfusion. Hemoglobin is the red protein in the blood that carries

Ox}gcll. This so!utiun is (i!tered rind pasteurized to reduce the risk of any infection. DCLHb helps to
restore blood pressure, increase blood flow to vital organs, and cm-y oxygen to cells and tissues much
like regular blcod. Blood typing is not required aud the product can be stored for prolonged periods in

__ the Emergency Dcpwtment. so that it can bc ~iven inlmediately after a patient’s arriva! saving time in

the stabilization ofa trauma patient.



DCI.1 [h has bee:: cxtcnsivcly stmlicd in more lllan 700 p;ltic!]ts over (I1c past four years. There !mvebeen
NOdaugcrm:s si;!c cl”~ccls0[ (Iv2.solutioll awl paticnls tlmt Iurvc rccciveci the solution may experience
some hnrmlcss )cl]oiving of [hc skin rc!atcd to th~?mcmbolism of the protein as \vell as temporary
rcddclli[ly of [IIC t;ril:c C!(IC 10 cxcrctiou or I!IC protein in [hc uri:lc. Tu further ensure paticllt safety, dlis
Iutitl[ldl s{udy l’. ill iw Il:ol]itorcd” h:, N p:li~c! Uf ildcpcm!cn[ Cxpclls $V!tlt 110 relilliOl:Ship 10 tile company

{lrtO211Yol-ll!t .;::ld~ CClllCr5.

“I”ilc::c\\est per: c:, ‘Iiis p:w[icu!ar s[mly in~oltcs w .’c.sccptiw from informed consent in an emergency

si!u;l:iotl’”. l.k~i:~~ Lhcw sc~ercly injured ptiticn(s w-coficll so badly illjurcci, they may not bc able to
,,ivc [Ilcir~)~~11c~.lw:It ICI porticipatc ill SUCI1a s[ul!y bul arc still in critical need of immediate treatment.~
[)flc[][illhx. cvm Ihnlilics camlo[ bc rcachu! i[llmcdiukl~ a(lcr such injuries occur in order to give

couscnt l_ortheir fwnily member. Bccausc tlwse injuries :\rc life threatening and the need to treat them is
so critical mc! c:;:crymt. the LS Food and Drug Adminis:rotion has grnnted this pwticuiar study an
“.exccptiuil fro[:] il!formcd conscnl.” provikd [Imt the swdy ccntcrs follow carefu! g,uic!eli:ws. ThC FDA

li~s carefu!!y e~c~::otcd [Ile DCL[ib solution cnd detcrmimd :hat the potential benefits great!> outweigh
tllc ris!w of p:lrti~ipatilig ill t!lc trial.

AS an institution. we tvill make every attempt to obtain consent from patients, their iegal representatives
— or family before zny DCLHb is given, and all potienls and family members will be completely informed

Ljf[heir p:w[ici!xl!imus sum ;Is possible, At ;~lltinlcs, the p:lticnts or their rcprcscntativcs may Jcclinc
fur[llcr participation in the study. There arc no known risks 10 patients who dccidc not to continue in the
study.

We at the u[~ii”ersity Hospital Trauml Center are cxcitcd about the potential that produc:s such as
!3CLHbmay ho~,c w uoton!ysavelivesbut it!so to exicnd the useful life of a very scarce resource:
!:umni~blocd. ll,is prm!uct is an example of !lOJVinnovations and treatment can expand the mfety net
ant! provide new :!wr:;pics for victims ofscvere injuries.

Vie would tvelcccneany public comment regarding this study. bot!~positive and negative. Comments cart
tie addressed to:

Dr. J Stanley Smith
Chief, Trauma Services
Tile h!ilton S. Hershey Medical Ce:~tcr
PO Box 850, Room C4804
Hershey, PA 17033

Sin erely,

_ p$

@Lt~ < T ‘P.
g

J Stanley Sml o, Jr., h!D, F/\CS, FCCh!
Associate Professor of Surgery
CI\ief. Section d Trawm/Critical Care Surgery

,..
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University Hospital ● Children’s Hospital
The Milton S. Hershey iMedkaJ Center

P.o.%x 8M
Hershey. Pennsylvania 17Q33
(717)531-8606
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May 27,1997 IAJyn Perti (0) (717) s31-f?604

Deborah S. SaLine (S) (717) 531-8606

NEW DRUG OFFERS NEW HOPE FOR TRAUMA PATIENTS

HERSHEY, PA —Ttatuna-telated injuries are the niunlkr one cause of death

. . among Americans ages 14S. For trauma patients at Penn State’s MiJton S.
-

~edwy hk!i~ ~enterti a new drug d be offered this summer tit mq~d .-, ‘ ~: ~—

greatly improve a patht’s chance 05swival..-”.”. ::. -:; . .. . .. . ...... . . ,“ ,.. . “

“Only themost severely injured would b eligl~e for this study and right

rmv 40 percent of these patients die as a resdt of theirtrauma, As an addition to all

VU ~t treatmmb, this new Mood supplement quickly restores bkd volume and

increases blood pressure and the amount of oxygenin the blood. We hope we can

reduce thk rwnber of deaths in U group by 25%,- =ys Ma@e SJu@ RN., CCRC,

supervbr of ciinical research for the department of surgery at themedical center,

The medical center is one of about 40 trauma centers nationwide that “

will be evahmting the use of the new blood supplement called Hemassist. An

inqxxtant part of this study involves a new gtddek adopted by the Food and



Page 2
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P.03/’04

___ Drug Administration {FDA) waiving cement for studies in emergency situations.

J Stanley Smith, .M.D.,chief of trauma services and associate professor of surgery

at the me&2al center. says, “III many trauma cases patients are unconscious and

families can’t be Iocated quickfy enough fcw con.$~n~ Action must be taken in tk

fiist lwur to save the patient’s life. ‘I%atis why W change by the FDA is so
.

hnpottant.” Shand says she does not antiapate problems with the cm.s.ent waiver.

ShQ says s.% has heard of no prob!ems at other centers aroti the coun&y doi”~ b

study.

“These patients need hip bunediately. The response of the family is

almost always sup~rtive of wbuttever measures are needed to save the

patient’s life,” Shnd says,

TIWblood suppiernerit is made from outdated b!ood that, in the past, would

have km thrown out, Smith says a new filtratiort process allows the Protein O? -
.

henaoglobb to be extracted virtually virus-free from the outdated blood. This means

. the new bbod supplement does not carry any risk of contamination. “We are

getting the maximum use out of every drop of Mood donated,” says Smith

Trawna surgeons at the medical center hctpe to begin using the Mood

supplement by the ~ulyW weekend. They say summa is the time when mare

trauma cases occur because more people tend to be traveling on the highways

and there are more amidents. Smi’& says the bkmd supplement might be

used in at least several cases per month at the medical cemer.

●BSUP”
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Hershey Medical Center helps test blood substitute
Ne\vlv derived substance mimics traits
characteristic to red cells, experts claim
~e!.h. While it can’t perform ‘“[[probabiy will be viewed as
ITW.Yof blood’s important func- a real breakthrough product.”’
tions. it can carry oxygen to said Dr. Martha C. Farmer. di-
cells. increase blood flow to vital rector of technical communica-organs and restore patients”
blood pressure. tions for Baxter-s Blood Substi.

Medical experts say it cou!d tutes Program, which
prove invaluable in the treat. manufactures the product
ment of severely injured pa. known more commonly as
tients. DCLHb. ““Thelast [comparable]

.,. _

DIASPIRIN/Hershey Medical tests blood substitute—

.,.

.
.

m Page B1
cy rooms as part of the fti test-
ing phmie.

The hospitals will adrninkter
DC~ !O ram patien= ~~o

have lost at !east 30 percent of
their blood. Such patien~ suEer
a 40 percent dea’h race, largely
becaus&t!!eir bodies cannot feed
oxygen to their vital organs.

Trauma centers refer to the
“golden hour” — Wit!! one

. hour of arrival at the emergency..
room -- during which heavily
bleeding trauma patients must
receive blood transfusions. Pa.
tien~’ bodies WW not accept a
transfusion, however, unless it
matches their blood ry~. Dr.
Jay Smith. Eiershey’sc~ef of
trauma services,said the search
for a matching blood type can
consumeall of a patient’smake-
or-breakhour.

Enter DCLHb. To M&a the
new product. Baxter technicians

penetrate the membranes of red
– “.loodcells and em-act hemogio-

n fkom within ?Ae cell. The
cell’s bh30d-type coding Lies en-

: tirely in the membrane. so the

hemoglobin-based DCLHb has
no specific blood type. Hence, it
can be given to any patient,
withoura moment’sdelay.

DC~ also ‘rots much longer
than blood.Donatedblood lasts
OtiY Q da:;s. so ;ome Of it goe$

to waste.
Ln contrast, DCLHIJ lasts as

long as a year. When donated
blood becomes outdated. techni-
cians can remove the hemoglo-
bin from the red cells and con.
smxt DCLHb, which stays for
an additional year.

Docors, pointing to the prod-
uct% versatility, have set high
gods for DCLHb.

“The first thing we want to
achieve is to decrease the death
rate” from 40 to 30 percent.,
Smith said. “Our secondgoal is
to use less banked blood. be-
cause blood is in shorter and
shorter supply. We would like to
conseme a precious re~~.”

The nationwide testtig wiI.Iin-
c!ude 850 subjects, 20 of whom
will go “tiough Hershey. Follow-
ing FDA guic!eIines. the trauma
centers will treat hm of the par-
ticipants with DCLHb and the

other M — the control group
— as usual.

Smith said the experimen~
treatment will add no health
risk.

“They’ll be getting blood also,”
he said. “This wiIl be on top of
everything else they would get
— they don’t get anything less.”

Previous testing p- ~ffe

shown DCLHbto be extremely
safe;a 7GGsubjectstudy, as well
as earlier clinical studies, m
vealed no bannful side effects.

The product’s spar~g re-
COrdis I?Specwy impottant be
cause many of the study partici-
pants will receive DCLHb
WithOUt @*g co~nL s~~e
DCLHb appLies to emergency
cases, the FDA granted Baxter a
consent waiver for the product,
allowing doctors to administer it
immediately.

Baxter spokeswom~ Mary
Thomas said research “’would
not have been able to move for-
ward” without the consentwaiv-
er, one of the first ever approved
by FDA.

Hershey will still try to obtah

consent Smithinai.ste& movi.r
ahead only when an LUWOY
scious patient’s relatives cam:
be reached.

The study will continue .
Hershey for approtiate~ cr
Year, after which the FDA x--
examine test resuk for art =
petted 12-18months. If apprave
DCLHb — which is also in i= --
nad testing stage in Europe -
could became available Ln C.
U.S. as early as mid-lggg.

—
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Hershey Mood supplement should heIp trauma patients

1
I
!

T rill}lllit-rttlfi[(,(l inj~lrirs :Iw tlw N<]. I
caIIsr d dcalh alll~m}: AnwI icons ir~cs

l-II!i. I:tw trauma palienls al Tlw Milton S.
I Iwshey Mrdical Cwllrr, a new bl:wd

. .,

.
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~JU?RS141.3Y- “Ihnnn-lclakd inju-

ti,~ nre ~hc nun:bcr (JIICC.XJISCd dc.mh
rt wng Amcticms ages I -4.’. i:or
tr unur pnlicm.. JJIIhc I Icrshcy Mcdhl
C Wm. a new drug will hc dtcrcrl Ibis
s mcr that could grcrrtly improve n
p lid’s chrurcc d surviwd.

“Only lhc mosl scvcrcly hljuwd
, rukl Irccligibk for his sIwl,y :mrl Ii@I

q w 40 pcmcnl 0[ IIJJXCJxr(icnrs dic m

a It of kir tmumn.As anrrddition
I kJurbc$llrcWtWJs,thisIJCWMood
s Icmcnt quickly rc~[orcs Moo(J vol-
u lc and incrcmes bkor,l pressure d
(1 amount ofdygctr in lhc blood. Wc

h fr8 “we cari’rc@cc IIICnumber 0(
Q“~this group byZ pcrccni.”snid

.,
w

‘. ‘1
,“i

,./

Skmky !hi{h, M. l).. chief of kmmn
sorviccs and 0ss(Kialc pmfcssw of sur-
gq y nl lhc mrdir;d cculcr, said, ‘In
mnny ltnumt cams, paticut~ arc ulwxJ-
sciovs d fmnilics cnn”l bc Iocrrlcd
~plick}y enough fnr cnnscnl. Action
IIWI hc tnkcn in Ihc first hnur w save
(kc pbticoi”s Iifc. VIM is why Ihh chnngc
by Irc l;l )A is so inqrwhu(.”

!\ mod sad SIJCdrxx nol mlicipl[c
pmblcmswill)IIrccunscnfwaiver.Shc
saidshcIi&sIrcnrd rrf no wobkms at
rrlhc! ccnlcrs around ho counuy doing
[kc Shl(ly.

‘wihCSC pnliCJJIS Il{!d hdp ilUIWdi-
nlcly. WIC lcslrrnJsc of IIrc hunily is al-
mos{ *I ways s\Jpporlivc of whrlcvcr
rncasurcs rrrc nccdod (0 snvc Ihc
p(icn{’s Iifc,”’ Shrnd mid.

Ihc hhrml suppkmcnt is JIIJMIC from
OJJ[{hhl bhrflrl III* in WC psl Woukl
hrvc lx-err thrown fw(. %tlilh ,snidit ucw
Jihrali{rn procc~s irllows the protein or
hcmogiohin W lx cxtrnclcd virlurrlly
viru..-frcc frrun {kc mrdak?d Wood. Ibis

rncIus lhc IJCWhind .suppkmcnt &s
IJOIGq nny risk ofconlrrminn[iorl, *WC
alrc Wlting [kc maximum U,SCrmt of

every clrrtp d hhmd duwtlcd,”” Sulilh
snid.

Trmuna surgcrrrrs 0( the nmli~tdCCn.
IcrhnpcInhcgin using Ihc bkxxl suppic-
UJCJMby tkc hdy 4 wcckcnd. Ilicy snid
summer is #hcJtime when mnrc Wrunm .

cmm occur bccnusc mdc people (end
I(I IJC lrnvcJing w Ihc highwnys ntd

llrcrc arc mom nccidcnls. Smith snid Ihc
Mwrrl supplcmcnl might Irc used in al
Icnst scvcrrd cases pm month at Iltc
medical ccnkr.

hrsitcy UmnJidc, “ihurdny, hmo 26, 1997
rage 711
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Continuous Quality Improvement

Strengthening the roster

The list of CQI teams formed at the University since the inception of quality improvement initiatives in
1991 continues to grow. A total of 232 teams have worked to improve processes over nearly six years.

___ The newest teams include:

* The University Health Services General Medicine (CJM) Department Patient Flow CQI Team was
charged to study flow of patients in the General Medicine Department. The team’s sponsor is Larry
Dansky and the leader/facilitator is Connie Cavalier.
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_~ University of Pennsylvania.

The Penn Stater of the Quarter award recognizes, on a quarterly basis, a member of the DuBois campus
fami Iy who has rendered particular] y noteworthy service to the campus and/or the community.

Chemical engineering
professer receives Fulbright
Jonathan Phillips, professor of chemical engineering. has been awarded a Fulbright grant to conduct
research in the Department of Chemical Engineering at Ben-Gurion University in Israel. Phillips is an
expet~ in heterogeneous catalysis. He is noted for a variety of discoveries, including discovering the
mechanism of catalytic etching, an unexplained phenomenon for nearly a century.

Phillips is one of approximately 1,600 U.S. grantees who will travel abroad for the 1997-98 academic
year under the Fulbright Program administered by the U.S. Information Agency. The Fulbright Program
was established in 1946 by Congress to “increase mutual understanding between the people of the
United States and the people of other countries.”

Back to top ofp ape

Research

Although many people feel more rushed now than ever, Geoffre}’ Godbey. professor of leisure studies,
has found that Americans have roughly five hours more free time each week than they did in the 1960s.

Photo: Greg Grieco
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their time?

Though they may not believe it, Americans have more free time than they did 30 years ago. A
has shown that Americans have almost five hours more free time per week tlmn in the 1960s.

researcher

“Most of the time they have gained is used for television viewing.” said Geoffrey Godbey, professor of
leisure studies in the College of Health and Human Development.

He and John P. Robinson, professor of sociology and director of the Americans’ Use of ‘rime Project at
the University of Maryland, have conducted studies showing that (he bigger issue is pace of life, because
most of the free time comes during the week, but is in smal I amounts which don’t allow a person to
undel~ake more satisfying uses of leisure.

Their source of time-use information, the Americans’ Use ofTime Project,istheonlysuchdetailed
historicaldataarchivein the United States. Every 10 years the project has asked thousands of Americans
to report their daily activities on an hour-by-hour basis in time diaries. These time diaries offer a more
careful and complete account of where time goes because when the federal government measures work,
they rely on people’s estimates. The results of the time studies find that people are highly inaccurate in
estimating their own work time.

Americans over 50 years old are the biggest gainers of free time, studies show. “People think they are
— working longer hours, but in reality, they mistake pace of work for length of time spent working. On.

average, the number of hours that people spend working has diminished,” Godbey said.

On average, men and women have about the same amount of free time available to them.

Robinson and Godbey have described their findings in a new book, Time For L~~e:The Surprising Ways
Americans (ISC Their Time, published by Penn State Press. They go beyond describing their
controversial findings to confront the numerous time paradoxes facing Americans, such as feeling more
rushed and stressed when we actually have more free time; having free time in periods when it is least
useful; and investing time in activities that bring us minimal enjoyment or fulfillment.

Hershey blood supplement
should help trauma patients
Trauma-related injuries are the No. 1 cause of death among Americans ages 1-45. For
The Milton S. Hershey Medical Center, a new blood supplement will be offered this
summer that could greatly improve a patient’s chance of survival.

“Only the most severely injured would be eligible for this study and right now 40
percent of these patients die as a result of their trauma. As an addition to all our best
treatments, this new blood supplement quickly restores blood volume and increases
blood pressure and the amount of oxygen in the blood. We hope we can reduce the
number of deaths in this group by 25 percent,” said Maggie Shand, a registered nurse
and supervisor of clinical research for the department of surgery at the medical center.

trauma patients at

The medical center is one of about 40 trauma centers nationwide that will be evaluating the use of the
new blood supplement called Hemassist. An important part of this study involves a new guideline
adopted by the Food and Drug Administration waiving consent for studies in emergency situations.

I Ofl:
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The blood supplement is made from outdated blood that, in the past, would have been thrown out. A
.-——..new iiltration process allows the protein or hemoglobin to be extracted virtual lYvirus-free from the

outdated blood. This means the new blood supplement does not carry any risk of contamination.

Trauma surgeons at the medical center hope to begin using the blood supplement by the July 4 weekend.

Ilack to top of ~agg

From the experts
Gardeners need to have proper tools for the job

Digging around in your garden is not exactly brain surgery, but like surgeons. every gardener should
have the right tool for the right job.

Some may say that a shovel is just a shovel, but a scientist in the College of Agricultural Sciences said
real gardeners need a spade -- and about four other essential gardening implements.

J. Robert Nuss, professor of ornamental horticulture, recommends five basic tools:

* A long-handled spade. This tool is designed for digging with a straight blade set at an angle so it cuts
easily into the soil.

—_ * A spading fork. This tool has flat, square tines and is used for moving heavy soil.

* A steel rake. These large rakes are used to break up clay, smooth out soil and rake in fertilizers.

* A hoe. Hoes are used to form rows,”cover seeds, move soil, cut out weeds and make holes for planting
seedlings.

“*A hand trowel. Hand tools are best for marking rows, weeding, making furrows and moving small
plants, Nuss said.

Train your plants to survive indoors

Nuss also has tips to help your indoor garden thrive.

Most plants must be carefhlly prepared for the light conditions inside a building before placing them in a
home, he said.

“If a plant doesn’t receive enough light it will begin to use up its food reserves,” Nuss said. “Without
adequate light, plants will decline and then die.”

Nuss said plants can be trained to accept lower levels of light by gradually reducing their light levels to
the point that comes closest to an indoor environment. Depending on the plant, this could take up to 15
weeks.

Nuss recommends starting a plant in a sunny spot and then slowly moving it to areas of lesser light every
--= few weeks.

“Once the plant has stabilized, you can provide the necessary light with incandescent or fluorescent
lights,” hesaid.Butindoorlightsources can give off a lot of heat, so don’t put the light too close to the
foliage.
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